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The present report is an analysis of results obtained 
in the treatment of 124 patients with cirrhosis of the 
liver by means of a diet rich in protein and supple- 
mented by concentrates of the vitamin B complex. In 
1937 a preliminary statement’ was made concerning 
favorable therapeutic results obtained in 13 patients 
who had been observed during the course of one year. 
The improvement appeared to exceed chance expecta- 
tions. A more con ive report? in 1941 was 
made on 54 patients that had been studied over a 
four year period. The results tended to confirm the 
preliminary impression. With the new dietary regimen 
roughly one half of the patients showed signs of sig- 
nificant clinical improvement. results were con- 
siderably better than those observed in a control series 
of 386 patients. However, since cirrhosis of the liver 
is a chronic disease and since its clinical course may 
vary considerably in different patients, the study was 
extended further in order to get a larger body of 
evidence and to get a clearer picture of the long term 
results of this therapeutic program. 


RATIONALE OF TREATMENT 


. 


The rationale of treatment was based on clinical 


and experimental observations that have been described 
in ious papers.’ In brief, the frequency of dietary 
deficiency in patients with Laennec’s cirrhosis suggested 
that there might be an analogy between the occurrence 
of “alcoholic” cirrhosis and that of “alcoholic” beriberi 
or pellagra. It seemed possible that malnutrition itself 
might play an important contributory role. The preva- 
lence of cirrhosis in countries where nutritional defi- 
ciences were endemic added further weight to this 
hypothesis. 

From the Research Service, First (Columbia) Division, Goldwater 
Memorial Hospital, Department of Hospitals, and the College of Physi- 
Surgeons, Columbia University, New York. 
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a studies on laboratory animals by a num- 
ber of different workers (notably Gyérgy, Webster, 
Blumberg, Sebrell, Rich, Himsworth, Gillman and their 
associates) have firmly established the concept that 
dietary factors may play a significant part in the patho- 
genesis of this disease. 
METHOD AND MATERIAL 
In the past ten years approximately 160 pati 
with cirrhosis of the liver have been heak whom 
124 were in the stage of hepatic failure. The present 
report deals with the latter group. The term failure 
is applied to the status of those patients who have had 
recent hematemesis or who show signs of ascites or 
jaundice in addition to other evidence of hepatic insufti- 
ciency, such as wasting, fever, gastrointestinal dis- 
turbances and changes in laboratory tests indicating 
hepatic dysfunction. The chief s oms and signs 
and their percentage incidence are listed in tables 1 
and 2, together with a similar tabulation of data for 
386 patients with cirrhosis of the liver who served 
as a control . The control, p was composed 
of patients with cirrhosis who had admitted to five 
New York hospitals during the years 1920 to 1940.‘ 
The latter patients received bed rest, supportive care 
and diuretics, but no specific dietary measures other 
than a diet high in carbohydrate, low in protein and 
low in fat, which was in vogue during that period. 
The patients being studied were transferred to the 
Columbia University Research Service from the wards 


ment. They represent possibly a more ref 
than those entering a tal for t 
time because of hepatic failure. were referred 


by hospital staffs aware of our interest in this disease. 
A of selectivity may have been introduced, in 
that patients who were considered critically ill gener- 
ally would not be transferred. Nevertheless, 7 patients 
died within two weeks and 23 died within one month 


Data ‘showi the symptoms and si of tic 


control series of patients. It is assumed, therefore, that 


the treated series such fever, 
malnutrition usually were disregarded or ignored in the 
control series. 


4. Ratnoff, O. D., and Patek, A. J., Jr.: 
Laennec’s Cirrhosis of the Liver, Medicine 231 


The Natural History 
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. of municipal and voluntary hospitals, and in the main 
they came from lower income groups. Many were 
transferred because they had not - to treat- 
severity _ process was com- 
parable in the two groups. In instances in which the 
incidence of certain symptoms and signs is higher in the 
treated series, the difference may be ascribed in part 
to more detailed case histories and _ - in 
Liver by a Nutritious a ements Kich im Vitamin complex, 
J. Clin. Investigation 20: 451, 1941. 
3. Patek." Patek and Post? Patek, A. J., Jr.: An Evaluation of 
Dietary Factors in the Treatment of Laennec’s Cirrhosis of the Liver, BT 
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Evidence of malnutrition was noteworthy. Ninety- 
one patients (73 per cent) had subsisted on poor diets, 
deficient particularly in meat and dairy products. In 
89 per cent of these patients there was significant loss 
of weight, and in 36 per cent there was polyneuritis. 
Atrophy of the tongue papillae, dry scaly skin and 
macrocytic anemia were frequent observations. 


Taste 1.—Clinical Data on 124 Patients with Cirrhosis 
of the Liver 


Treated 
Patients * (1% 


Controls ¢ (356) 


Antecedent factors 
Arephenamine therapy.............. 9 
Ancient jaundice......... 4 2% 
oms 
Signs 
67 22 65 
Vascular spiders... .. 77 a os 15 
4 es ee 
Atrophy of tongue.................. ee 
Clubbing of Gngers.................. 2 Is ? 5 
2 23 6 


The diagnosis of cirrhosis of the liver was based on 
clinical observations alone in 51 cases (41 per cent). 
established by biopsy or by autopsy in 73 cases (59 per 
cent). Differentiation is not made in the tabulation 
(table 1) between patients with Laennec’s cirrhosis and 
those with the postnecrotic type (coarsely nodular toxic 
c:rrhosis), since this distinction was not made in the 
control series. In 15 instances, cirrhosis was presumed 
to be of the postnecrotic type. In 7 of these, the 
diagnosis was confirmed at autopsy. If additional cases 
of postnecrotic cirrhosis occurred in this series they 
were probably few. 

Program of Treatment.—On admission to the 
tal the patient accepts bed rest without protest. He 
is usually mentally dulled, weak and distended with 
ascites. Fever and low grade jaundice frequently are 
present. With improvement, he asks for more freedom 
and he is allowed to be semiambulatory. Since hos- 
pitalization may require months, strict bed rest is not 
enforced for more than one half of the day. 

Chief emphasis is placed on the diet, a detailed 
scheme of which red in a previous report.? In 
contrast to the traditional American diet prescribed for 
hepatic disease, which was high in carbohydrate but 
low in protein and fat, the present diet is rich in protein 
Gm. of protein,’ 365 Gm. of carbohydrate and 175 Gm. 


5. Includes protein in dried yeast. 
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of fat—a total of about 3,500 calories. The diet con- 
sists chiefly of meat, milk, eggs, fruit and green v 
tables. Eggs are served with breakfast; meat, fish 
or poultry is served at dinner and supper; milk is 
served three times with meals and twice between meals, 
with 25 Gm. of t, in the form of milknog. li 
the patient eats dow foods, considered basic to the 
program, the remainder of the diet is largely a matter 
of choice. The charting of the estimated food intake 
for each meal (1 to 4 plus) vides a stimulus to the 
patient and serves as a In certain cases 
a semisolid diet * is indicated, and in a few, when the 
patient is drowsy or stuporous, a regimen of liquids 
is prescribed.*. Yeast is fed in graded increasing 
dosage until 25 Gm. are fed twice daily. For patients 
do not because of distention, diar- 
or nausea) an orally inistered B complex prep- 
aration * is substituted. Thiamine hydrochloride (5 mg. 
daily) and unconcentrated liver extract (5 cc. twice 
weekly) are injected intramuscularly. If the patient 
$ signs of severe polyneuritis or of mental con- 
fusion thiamine hydrochloride (100 mg.) and _nicotin- 
amide (300 mg.) are administered daily parenterally. 
Patients with ascites are allowed fluids up to 2,000 
ce. daily or somewhat more in hot weather. Salt is 


Taste 2.—/nitial Data on 124 Patients with 


Laboratory 
Cirrhosis of the Liver 


Number of Per. 

Cases ceptage 
Sulfobromopht dye * us hw 
Positive reaction to Takata Ara or flocculation test? 100 

Average initial serum albumin 2.8 Gm./100 ec. 

Average initial serum globulin 3.6 Gm./100 ee. 
er. 


* Data obtained on 118 cases: the test was not 

jaundiced patients. This test measures the percentage 

weight. 


t Data obtained on 116 cases. 


added 100 to 150 mg. of thiamine hydrochloride, 
to 400 mg. of nicotinamide and 100 mg. of riboflavin. 


Number centage Number centage 
moderately restricted by excluding its use in the prepa 
ration of food or on the tray. Abdominal fluid is tapped 
before the patient is greatly distended, since distention 
seriously curtails the appetite. Mercurophylline injec- 
tion (2 cc.) is given once or twice weekly and is 
combined with the daily oral administration of 4 to 
6 Gm. of ammonium chloride in enteric coated pills. 
Alcohol is interdicted. Since the patient seldom has 
much desire for alcohol when he is ill with cirrhosis 
and since he should abstain from drinking liquor after 
-—_---------esca—————————— his discharge, there appears to be no purpose in per- 
* Average age 45.8 years. mitting its use in the hospital. 
Date abtelned tn $0 cases ae The arts of nursing and dietetics are challenged by 
=the problem of feeding a potions to whom food is dis- 
Diagnosis restricted to those with both motor and sensory changes. tactefy] and for whom life itself frequently has little 
interest. He needs cajoling, sympathy and much 
patience. This aspect of treatment cannot be over- 
emphasized. 
In patients with cholemia, slow intravenous infu- 
sions of 10 per cent dextrose are administered, totaling 
2 or 3 liters in twenty-four hours. To each liter are 
of milk te which are added $0 Gan, of dried yenst, % 30 Gon of Sanat 
and % teaspoon of vanilla. This is stirred vigorously and kept cold. 
(>) fruit juice mixture, containing 1 quart of fresh orange juice to which 
are added 40 Gm of powdered gelatin (Knox). The mixture is then 
stirred. These mixtures are fed on alternate hours. 
7. Vitamin B complex (30 cc.) made by Lederle Lab 
ee oratories, Inc., or Wyeth, Incorporated, have been fed twice daily. 


Votumwe 1358 
Numese 8 


This regimen is discontinued when the patient is able 
to take oral feeding. In many cases cholemia is precipi- 
tated by hematemesis or intercurrent infection, and in 
these cases the precipitating condition is treated 
vigorously. 

For the care of hematemesis, transfusion of whole 
citrated blood by the slow drip method is performed 
as soon as possible, since delay may result in irrever- 
sible collapse of the patient. Transfusion is continued 
as long as there is evidence of bleeding. Plasma and 
dextrose (10 per cent) often are given intravenously 
as supportive measures. Food by mouth is withheld for 
two or three days. The patient is only li ww sedated, 
since he has a tendency to lapse into cho 

Intercurrent infections formerly accounted fe about 
25 per cent of the deaths from cirrhosis. With the 
advent of sulfonamide and antibiotic drugs, the 
from infection have been sharply decreased. In the 
present series, sixty-four courses of sulfonamide drugs 
were administered to 43 patients, of 13 received 
sulfanilamide, 6 sulfapyridine, 8 sulfathiazole and 16 
sulfadiazine. Pneumonia, phlebitis and cellulitis com- 
prised the chief conditions treated. In 11 instances 
treatment with sulfonamide drugs was effective and 
may have prolonged life. Of these patients, 7 subse- 
quently died of hepatic disease. Untoward reactions 

were experienced by 4 patients, 2 of whom were over 

70 of age. 

by sulfonamide drugs, the risk would 

soem to be justified when continued infection is the 
alternative. In this regard our experience con- 

firms that of Peterson and his co-workers.” However, 
since tic complications have not been described as 
the result of treatment with penicillin and other related 
antibiotics, these agents are generally to be preferred. 

Specific Adjuvants.—The use of adjuvants 
for the treatment of cirrhosis of the liver has been 
cle in recent papers.'” It is difficult to evaluate 

ects from these agents, since in most instances the 


three to twelve months of the standard dietary treat- 
ment in the hospital. They were in a state of constant 


Watson, C. — Aig 
ridine on jemoglobin etabolism Hepatic Function, 
Int. Abed. 825 (April) 1940. om 
9. Peterson, O. L.; Deutsch, E.. and Finland, M.: Therapy with 
‘ompounds for Patients with Damage to the Liver, Arch. 
Int. Med. 72: 594 (Now.) 1945. 
10. (2) Brown, G. O., and Muether, R. O.: Treatment of Hepatic 


we ys Choline Chloride and Diet Low in Fat and Cholesterol, 
A. M. A. (April 18) 1942. o A. 
artz, 8S. Popper, H.. and Steigman, F.: Dietary Factors in 
the Treatment Without Am. J. Digest. Dis. 11: 
401, 1944. (¢) Russakoff, H., KI H.: Choline as an 
Adjuvant to the Dietary we. tC Cirrhosis the Liver, Ann. I 
Med. 848, 1944. (4) Herrmann, R., Rockwell, P. 
Reversible and Irreversi Disease of the Liver with Reference to the 
Effect of C . Texas State J. Med. 48: 288, 1945. (¢) Wade, L. J 
Recent Advances in the Therapy of Cirrhosis of the Liver, M. Clin. North 
America 20: 479, 1945. (Uf) ams, A. J: reatment of Cirrhosis 
of the Liver with Choline and Cystine, J. A. A. 130: 190 (lan. 26) 
9946. (@) Merrison, L. M.: Re a Cirrhosis of the Liver 
an Intensive C Therapy, Ann. Int. Med. 34: 465, 1946. 
Rall, P . D., and Heagland, C. L.: Factors 
Influencing Asc jents with Cirrhosis of the » J. Clin. 
Investigation 25:3 36. 1945. Labby, D. HL; S E.; Kunkel, 
Ht. G., and Hoagland, C. trav y of Cirrhosis of the 
Liver, J. A. M. A. 883: 1181 i} 19) 1947. 43) Janeway, C. A.; 
Gibson, S. T.; Woodruff, J. T T.. and New- 
houser, L. R.: ical, al and 1 on the 
Products of Human Plasma Fractionation c H 
Serum Albumin Chn. Investigation 22: 465, Thorn, G 
W.; Armstrong, H., 
and Imm cn of Bene 
tonation 1. The Use poor Cx 
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a Choline and methionine 
without changing the dietary regi- 
men. 


Three patients received 4 to 6 Gm. daily of choline 
hydrochloride for six, eight and ten months - 
tively; 5 patients received 3 to 4 Gm. daily of methi- 
onine for an average of three and six-tenths months. 
In 1 patient, who received methionine for seven months, 
slight clinical improvement was noted. No change 
was apparent in the others. 

After an interval of at least three months ( — 
period fives months) subsequent trial of intravenously 
administered liver extract'' was carried out in 6 of 
these patients for two to eleven months. The a 
weekly dosage was 37 cc. in 5 cases and 200 cc. in t 
sixth case. In 3 of the patients the intravenous admin- 
istration of liver extract was associated with gain in 
appetite and well-being and gradual disappearance of 
ascites. (These patients had received thirty-three, 
seventy-five and one hundred and twenty-six abdominal 
taps, respectively, preceding intravenous treatment with 
liver extract.) There was concomitant improvement in 
laboratory signs. Whether the improvement coincident 
with treatment could be ascribed to the intravenous 
use of liver extract could not be proved. 

In 4 other patients with signs of severe hepatic fail- 
ure, intravenous treatment with liver extract failed to 
check the unfavorable course of their disease. Death 
occurred within one to three months of the inception 
of treatment. 

Reports '*:' on the use of concentrated human serum 
albumin solution suggest that this substance may prove 
to be an effective aid in treatment of cirrhosis, par- 
ticularly to alleviate ascites formation. Our own ¢ 


core 


xpe- 
‘rience ** has been limited to studies of 3 patients who 


received 600 to 800 Gm. each in fourteen to sixteen 
days. In these patients no sustained diuresis or thera- 
even though normal values 

serum albumin were attained. These patients had 


an unusually racted course, with ascites formation 
aml other signs of hepatic failure. It is possible that 

admunistration albumin solution 
ve # ve been effective. 


RESULTS OF TREATMENT 

Of 124 patients who entered the hospital with signs 
of hepatic failure, 61 have shown some evidence of 
clinical improvement. Their improvement fulfilled 
three criteria: (1) disappearance of jaundice, ascites 
and edema, (2) gain in weight and strength and (3) 
improvement in results of various tests of hepatic func- 
tion. They have been further classified as “recovered” 
and as “partially improved.” The term recovered is 
ied to 43 patients who regained sufficient bodily 
vigor to resume normal activities. Three patients in 
this group enjoyed good health for over five years, 
but later died after a relapse of their disease. Four 

others died of illnesses unrelated to cirrhosis. 
The term partially improved is applied to 18 patients 
whose jaundice, ascites and edema completely disap- 
red, but whese over-all improvement was inadequate 
or one of three reasons: (1) they failed to regain 
normal bodily vigor; (2) results of tests of hepatic 
function showed only slight improvement after treat- 
ment, or (3) their improvement was not sustained. 


11. The liver extract ( ty 


Inc., Pearl 
12. Patek, A. J.. Jr hs Colcher endl Baste, 
D. P., Album The rin of Concentrated Human 
Renal Functions in 
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New York, Josiah Macy, Jr. Foundation, 1946. 
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Eleven of these patients survived from two to five 
years after entry to the hospital. Fourteen of the 


18 patients died during the ten year period of observa- 
tion. In 4 instances, death was unrelated to cirrhosis. 

Perhaps the most convincing evidence for the efficacy 
of dietary treatment is derived from 12 patients who 


3 
7 


having suffered repeated pses. 


with the prescribed dietary treatment after dis- 
hospital. In effect, they uced 
the experiment. The fact that these 
patients responded well to the same treatment on 


or more occasions that improvement 
resulted from treatment and t it was not “sponta- 
neous 


mentioned groupings since their follow-up period was 
limited to a few months. 
STATISTICAL EVALUATION 


failure in 61 patients who showed clinical improvement. 
This figure portrays the duration of the signs after 
entry to the hospital, and it does not inc the 
prehospital period, during which the signs were pres- 
ent, usually for months. Although there is individual 
variation, jaundice and fever tend to disappear more 
rapidly than ascites and edema. In most instances 
these four signs disappeared within three months. 

t- ever —Fever, which occurred in one-half the cases, 
subsided in each instance with improvement. Defer- 
vescence was one of the early signs of recovery. 

Jaundice.—The duration of jaundice preceding entry 
could not be estimated accurately, because many patients 
were unobservant of this sign. Moreover, jaundice 
usually was of low grade and intermittent. Thirty-one 
of the 61 patients who improved had jaundice at entry. 
The time of disappearance of jaundice varied from a 
few weeks to three years. In 75 per cent of the cases 
jaundice disappeared within two months. 

Ascites.@Preceding entry to the hospital the a 
duration of ascites was seven and nine-tenths mont 
in 115 cases. Ninety-two patients (80 per cent) had 
required abdominal paracenteses, and the average num- 
ber of abdominal paracenteses was three and _five- 
tenths in these cases. In 23 patients with ascites, 
abdominal paracenteses had not been carried out before 
admission. Diuresis and disappearance of ascites 
occurred in 58 patients, or 50 cent of those with 


ascites. Frequently the e disa of 
ascites required months after the onset of diuresis. 
NO. OF 
CASES 

30 

20 JAUNDICE 

10 

FEVER 


0 2 4 6 8 10 12 
TIME IN MONTHS ~AFTER HOSPITAL ENTRY 


Fig. 2.—Disappearance of signs of hepatic failure in 60 patients with — 


cirrhosis showing improvement after entry to the hospital. 


Figure 2 indicates the time when ascites was not 
detectable. The time varied from two weeks to three 
years. Of those patients who lost ascites, 70 per cent 
were ascites free within three months. 

Edema.—lIn general, the disappearance of edema pre- 
ceded slightly and paralleled the loss of ascites. 

Gain in Weight.—Gain in weight was observed regu- 


100 
90 
60 
$0 
40 
a 
20 
10 8 
v2 2 3 4 S YEARS 
Fig. |.—The survival of life after the onteet of ascites in patients with 
ts live. : 
; to treatment 
Characteris- 
15 
5 
Nine additional patients have shown signs of clinical 
improvement, but they are not included in the afore- 35 
25 EDEMA 
15 
5 
The period of survival in the present series was as 
compared with that in the control series. The duration 50 
of life from the onset of ascites formed the basis of 45 
this comparison. (The method of computation is ASCITES 
described in a previous paper.?) The greater longevity 3° 
in the present series is shown in figure 1. At the end 20 
of one year, 65 per cent of the treated patients and 10 
39 per cent of the controls were alive; at the end of = 
two years, 50 per cent of the treated patients and 
21 por cont of the controls were alive; ot the end of 
five years 30 per cent of the treated patients and 
7 per cent of the controls were alive. ‘The differences gilli =n 
between the two series appear to be significant. 
' SIGNS OF IMPROVEMENT 
In general it requires several months of treatment 
before significant changes occur. The first intimations 
of improvement are gain in appetite and the feeling 
of general well-being. More objective changes take 
place later, namely, the subsidence of fever and dis- 
Paya of jaundice, ascites and edema. Figure 2 . 
s the disappearance of these four signs of hepatic rly with improvement. patient ent the 
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hospital with edema or ascites, the initial values were 
falsely elevated. With recovery there followed a 
decrease until a net (dry) weight was attained and 
thereafter a gain in weight that was referable to body 
tissue. 


Mental Changes.—Mental changes, characterized by 
disorientation and change of mood (especially eupho- 
ria), occurred in 38 per cent of the patients. Reco 
from hepatic failure was regularly accompanied wi 
a change in attitude and by increased mental compe- 
tence. The patient became oriented and reasonable, 
and he acquired insight into his condition. 

Epistaxes.—Epistaxes, present in 40 per cent of the 
. patients, abated in most cases with improvement. 

Hematemesis. — Hematemesis ( poe from 
est 1 varices) occurred in 42 cases, fatally in 22 
Although approximately one half of the patients died 
within one year of the first hemorrhage, there were 
patients that survived hematemesis for a long time. In 
the present series 9 have survived five years or longer 
without recurrence of hematemesis. Since about 10 
per cent of patients with cirrhosis show peptic ulcer 
(post mortem), it is possible that in a few of the 
unautopsied cases there had been from this 
cause. 

Vascular Spiders —Vascular spiders were observed 
in 43 of the 61 patients that improved. In 17 patients 
they were noted to have disappeared, but it is reason- 
ably certain that additional instances (not noted) 
occurred as well. 

Cholemia.—Cholemia may be defined as a stuporous 
state associated with and presumably due to failure of 
the liver. It frequently is precipitated by infection or 
hemorrhage. In the past this picture of mental foggi- 
ness, deepening into stupor and coma, almost invariably 
was a prelude to death. Yet, in the present series, 3 
patients recovered from stupor and 3 from coma, and 
they survived for periods of months or years thereafter. 
In 4 other patients responses of several days or weeks 
were followed by fatal However, in 19 
instances of cholemia treatment was of no avail. 

Our experience tends to confirm the observations of 
Snell and Butt,'* who reported that dramatic recovery 
from cholemia may be achieved in certain cases 
infusions of dextrose ed with large doses 
of thiamine hydrochloride and nicotinamide. That 
intravenously administered dextrose alone may have 
been an important factor is suggested by earlier obser- 


Amenorrhea.—There were 7 women of menstrual age 


_ among the 61 patients who improved. Six of these had, 
observed amenorrhea 


. lasting from four months to two 
years. In all 6 patients there was return of normal 
menstruation coincident with other clinical changes 
previously described. 

Polyneuritis.—When polyneuritis was present, there 
was almost invariable recovery from hesia, motor 
weakness and atrophy, but frequently there was little 
change in results of objective tests, such as vi 
sensation and tendon reflexes, despite many months of 
intensive treatment with thiamine hydrochloride and 
liver extract. 

Results of Laboratory Tests.—In the corre- 
lation between results of laboratory tests and the clin- 

13, Snell, A. M., and Butt, H. R.: Hepatic Coma: Observations 


14. Jones, C. M.: The Treatment of Acute Hepatic Insufficiency and 
Its Relation to Prognosis, Am. J. Digest. Dis. 3: 624, 1936. 
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ical course of the disease was only fair. There may 
be considerable lag before the tests reflect clinical 
changes. Indeed, results in certain tests, such as the 
test with sulfobromophthalein sodium, may remain 
unaltered for years despite sustained clinical recovery. 
In our experience the value of serum albumin has 

more closely to the clinical changes than 
other criteria employed and thus has served as a fairly 
dependable guide to prognosis. When the serum albu- 
min increased to a value of over 4.0 Gm. per hundred 
cubic centimeters and remained at that . the patient 
showed other signs of recovery. The inability to 
achieve this value was seen usually in patients who 
failed or who made only partial improvement. The 
mean value for serum albumin before treatment was 
2.8 Gm. per hundred cubic centimeters, and after treat- 
ment it was 4.2 Gm. in the 61 patients who improved. 

Changes in serum globulin were erratic and conse- 

ly less helpful as laboratory aids. The mean ini- 
tial value was 3.6 Gm. per hundred cubic centimeters 
and the mean value after treatment was 3.2 Gm. per 
hundred cubic centimeters in the 61 patients who 
improved. 

In all instances the initial result in the test with 
sulfobromophthalein sodium showed increased dye 
retention. In 40 of the 61 patients showing improve- 
ment there was a significant decrease in dye retention, 
and in 9 the dye retention fell to within normal limits 
after treatment (i. ¢., less than 10 per cent at one-half 
hour). In 21 cases there was slight decrease or no 
decrease in dye retention, despite other signs indicating 
improvement. 

esults of initial Takata-Ara or cephalin flocculation 
tests were positive in 53 of 61 patients who improved. 
In 5 instances the results were negative at entry, and 
in 3 others the data were inconclusive. In 21 instances 
the results became negative coincident with improve- 
ment 


Other tests, such as tests of serum vitamin A 
and carotene, galactose tolerance (intravenous), urine 
urobilinogen excretion, serum cholesterol and choles- 
terol esters and plasma prothrombin time, have 
been performed on selected groups of patients. These 
tests of tic function also reflect, in a crude fashion, 
the clinical status of the disease. The first three have 
been the subject of other reports.'* Si 
were not carried out in the entire series, the results 
are not discussed in this paper. 

Pathologic Changes.—There was poor correlation 
between the clinical course of cirrhosis and the gross 
or mi ic observations in the liver. The limited 
data obtained from this series suggest that clinical 
recovery seldom is accompanied with significant ana- 
tomic changes. The livers of 15 patients showed 
advanced cirrhosis in on during the period of 
clinical improvement. Advanced cirrhosis also was 
found post mortem in 9 patients who previously had 
made partial “clinical recovery” and in 5 patients who 
had made “clinical recovery” but died of extrahepatic 
disease. 

In 2 patients with severe tion, biopsies 
showed slight fatty changes several ,years after their 

id Levels and 
309, 1942. Coleher, H.; Patek, A. J., Jr. 
Galactose Removal Constant and Its Application as a Test for Liver 
Function, ibid. 25: 768, 1946. ino, E.; P 
Domanski, B.: 
I 


pplicat as a 
Pellegr E.; Patek, A. J., Jr.; C \ 
Urobilinogen in the Urine of Normal Subjects and of Patients with 
Lab. & Clin. Med. 32: 397, 1947. 
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recovery. Minimal changes were seen in 3 others who 
died of extrahepatic causes after making clinical recov- 
ery from cirrhosis. Thus, there were 5 cases in which 
histologic improvement might have taken place. 

Serial biopsies were made only in a few imstances. 
Although such information is desirable, it should be 
pointed out that the histologic picture may vary con- 
siderably in different areas of the cirrhotic liver and 
that biopsies obtained from different sites may not 
be strictly comparable. 

FAILURE OF TREATMENT 

Of 124 patients who entered with signs of hepatic 
failure, 54 showed no mse to treatment. In many 
instances they were too ill to cooperate in the dietary 

sram. It-is possible that some of these patients 

too little functioning hepatic tissue to respond to 
any mode of treatment. Seven patients died within two 
weeks and 23 within one month of entry. 

In certain cases intercurrent infection be 
from ured esophageal varices proved to be more 
than jam debilitated patients could withetond. There 
were 16 who died from infection and 22 from gastro- 


Taste 3.—Principal Causes of Death in 75 Patients 
with Cirrhosis 


Number of 


(ases in (Cases in 
Which Which the 
nosis Was 
Con — 
at Autopsy Presumptive 
A. Cirrhosis 
7 
Portal vein thrombosis, hemorrhage.......... ee 
2 
4 2 
Pericarditis ** 
Bacterial endocarditis, bemorrhage............ 1 es 
B. Miscellaneous causes, 4 
Cerebral hemorrhage (5), py tie, gun- 
shot wound, pulmonary embolus, cardiac 
failure, renal tuberculosis, postoperative shock 


intestinal hemorrhage. Death from esophageal varices 
is in a sense accidental rather than an expression of 
impaired furiction of the liver. This appears to have 
been the case in 6 patients whose health was good in 
other respects. In the remaining cases of esophageal 
hemorrhage there were obvious signs of hepatic failure, 
the hemorrhage serving as a coup de grace. 

The chief causes of death for the entire series are 
listed in table 3. 

POSTNECROTIC CIRRHOSIS (COARSELY 
NODULAR CIRRHOSIS) 

On the basis of pathologic observations there appears 
to be good evidence for differentiating postnecrotic 
cirrhosis from Laennec’s cirrhosis. In 3 well docu- 
mented cases of the present series acute infectious 
hepatitis preceded hepatic failure by twelve, ten and 
five years, respectively. At autopsy the gross and 
microscopic observations were typical of postnecrotic 
cirrhosis. The fact that these cases remained “true to 
type” despite the long time intervals suggests that 
postnecrotic cirrhosis is an entity and not a stage 
in the evolution of Laennec’s cirrhosis. 

In the present series the disease in 15 cases was 
classified as postnecrotic cirrhosis. In 8 instances the 

i is was based on presumptive clinical evidence, 

in 7 imstances the diagnosis was confirmed at 
autopsy. There were 8 men and 7 women. Seven of 
these 


patients were under 40 years of age, the average 
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being 43 vears. Malnutrition was not conspicuous in 
this group. Only 1 patient drank alcohol to excess. 
The interval between antecedent hepatitis or jaundice 
and the onset of hepatic failure varied from six months 
to twelve years. During this interval some had shown 
persistent jaundice or other signs of hepatic injury, 
whereas in others the disease seemed to be latent. 
Despite vigorous dietary treatment, only 2 patients 
showed temporary remissions after the onset of hepatic 
failure. In briet, the younger age group, equal sex 
ratio, lack of malnutrition and the poor se to 
dietary therapy were features that suggested clinical 
differences from Laennec’s cirrhosis. Although this 
group is too small to be of statistical importance, it 
may be well to keep in mind a possible clinical dis- 
tinction between Laennec’s cirrhosis and postnecrotic 


COMMENT 

The present studies indicate that Laennec’s cirrhosis 
is not of necessity a progressive disease, since the 
process appears to be arrested in a significant number 
of patients. Improvement in symptoms and signs of 
the disease and increased period of survival are effected 

a highly nutritious diet, rich in protein and sup- 

rented with vitamin B concentrates. These obser- 
vations have been substantiated in other reports,’* some 
of which describe more favorable results with the added 
use of specific substances. 

An raisal of different therapeutic programs is 
difficult, use recent series of cases are not strictly 
comparable to those studied in the past. Modern 
methods for combating shock and hemorrhage, anti- 
biotic drugs and longer periods of hospitalization doubt- 
less modify the course of the disease. Thus, the relative 
effectiveness of different therapeutic programs may 
involve nondietary factors. 

In statistical comparisons it is essential that 

bers that the case material 
It is self evident that the most favor- 
results will be obtained when treatment is insti- 
tuted at an early stage of hepatic failure.” For 
example, in a recent report '" 37 per cent of the patients 
had received abdominal paracenteses before entering 
the hospital. It is difficult to compare this group with 
the present series, in which 74 per cent previously 
received paracenteses. The type of cirrhosis also may 
be an important sumidueation, tor there is evidence that 
postnecrotic cirrhosis is less responsive to dietary treat- 
ment than Laennec’s cirrhosis. When postnecrotic 
cirrhosis is present, less favorable results from dietary 
treatment may be anticipated. At present, the clinical 


differentiation of these two jorms of cirrhosis is often 


impossible. 

ao studies on animals have suggested that 
meat or meat juice may contain noxious substances 
that are not readily detoxified by the liver. However, 
in the patients under observation there was no apparent 
intolerance to animal proteins. On the basis of other 
studies, restriction of dietary fat has been advocated. 
The rationale stems from experiments which show 
that diets rich in fat, in conjunction with a low content 
of protein, predispose to hepatic injury. It may be 


16. Footnote 10 a4. Fleming, R. G., and Snell, A. M.: Portal Cir- 
rhosis with Ascites: An Analysis of Two Hundred Cases with Special 
Reference to Prognosis and Tr J. Di Dis. @: 115, 1942. 
Barker, W. H.: The of Ci of the Liver, M. 
Clin. North America 2®: 273, 1945. oagland, C. L.: The Therapy of 
Liver Diseases, Bull. New York Acad. Med. 21: 537, 1945. Dd. 

reatment of Laennec’s Cirrhosis with 


a Reference to Early Stages of the Disease, Bull. New York Acad. 

Med. 19: 498, 1943 
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pointed out that when adequate —y, is fed, no such 
deleterious effects have been uced. Severe restric- 
tion of fat decreases the palatability of the diet and 
thus tends to reduce the ca intake. In the present 
regimen a diet containing 170 Gm. of fat did not cause 
steatorrhea. Moreover, biopsy specimens of the liver 
obtained’ in the course of treatment did not reveal fatty 
changes in the liver. A recent report by Labby and 
on the treatment of acute titis also 
concluded that severe restriction of fat is not justified 
by clinical evidence. 

In recent years a number of reports have suggested 
that the administration of choline or methionine may 
produce effects apart from that provided by diet. For 
reasons stated, it is not easy to evaluate these reports. 
It is far more difficult to establish controls and to 
determine the role of a specific dietary factor in studies 
of human beings than in experiments with animals. 
Our own limited experience does not suggest that 
choline and methionine exert a specific effect in the 
late stage of hepatic failure. It would seem that their 
field of greatest usefulness might be in the precirrhotic 
fatty the disease, since they are lipotropic 
agents. appears to be no danger in administer- 
ing these substances, but t may be harm in stress- 
ing their importance to the extent that factors 
are neglected. Although observations on laboratory 
animals have established that choline and methionine 

ect against experimental cirrhosis produced by diets 

in protein, the evidence for their curative effect has 
been less conclusive. Certainly, it has not been shown 
that these substances alone are adequate for repair or 
regeneration of the cirrhotic liver. It is possible that 
several factors may facilitate repair of the liver and 
restoration of function. 

Since concentrated albumin solution was adminis- 
tered to only 3 patients, the present study does not 
help define its usefulness. te 3 of 10 patients given 
liver extract intravenously, added therapeutic benefit 

have been observed. 

"The implications of the present study are essentially 
those stated in an earlier report.’ : 

The present data give no indication as to whether vitamin B 
concentrates, or some unknown substances are speci- 
fically effective in the treatment of cirrhosis. It is possible 
that, by maintaining patients in optimal nutrition and rest, 
the liver recovers “spontaneously.” In other words, the present 
regimen may allow the patient to survive long enough for 
natural reparative processes to take effect. It is also possible 
that the present regimen provides a specific agent for recovery 
of the diseased liver. The fact that only a limited number of 
patients survive despite therapy does not rule out the latter 
possibility. When the diagnosis of cirrhosis of the liver can 
be made in the incipient stages, the mortality rate should become 
much reduced, for, unlike most other vital organs of the 
body, the liver has the capacity to regenerate. In this capacity 
lies the hope for an effective therapy. 

SUMMARY AND CONCLUSIONS 

The present report describes results obtained in the 
treatment of 124 patients with cirrhosis of the liver in 
failure. The therapeutic regimen included a nutritious 
diet, rich in portein and supplemented with vitamin B 
concentrates, bed rest, abstinence from alcohol, diu- 
retics and supportive care. 

was observed in 


Evidence for clinical i 
61 cases. Their improvement fulfilled three criteria: 
(1) disappearance of ascites, jaundice and edema, (2) 
gain in weight and strength and (3) improvement in 


Hepatitis, Am Pub. Health. 
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tests of ic function. It sewage several 
months = substantial changes took 

The duration of life — the onset of ascites was 
significantly greater in t series (115 cases) 
cases). At the end of 
one year, 65 per cent of the treated patients were alive 
and 39 per cent of the controls; at the end of two years, 
50 cent of the treated patients and 21 per cent 
of the controls were alive, and at the end of five years 
30 per cent of the treated patients and 7 per cent of 
the controls were alive. 

Therapeutic trial was made of choline, methionine, 
concentrated human serum albumin and liver extract 
administered intravenously in a small group of patients 
who had been refractory to treatment. The experience 
in this group is too limited to be of significance. 

It is concluded that Laennec’s cirrhosis is not, of 
or a progressive disease. With early diagnosis 
and early institution of treatment the prognosis should 
become more favorable 


HAZARDS OF THIOCYANATE THERAPY 
IN HYPERTENSION 


_ LAURENCE HINES, 
Chicege 


The evaluation of any t i t in the treat- 
ment of essential hypertension is exceedingly difficult, 
because there is a tendency for exacerbations and remis- 
sions to occur yy Much has been written 
about the cures, but little about failure. In recent years 
thiocyanates have been used enthusiastically. This is 
an example of a custom, not too rare, of reviving and 
injecting new enthusiasm into ancient discarded treat- 
ments. The story of the thiocyanates began in 1903 
with Pauli, who suggested the use of potassium thiocya- 
nate as a hypotensive agent. The wag little used 
until Westphal in 1924 presented a favorable report. 
In a few years the thiocyanates again fell into disrepute 
because of the frequency of toxic manifestations, until 
Barker in 1936 controlled the toxic effects 7 checking 
the level of thiocyanates in the blood. Since then 
numerous observers have concluded that the continuous 
administration of the drug under adequate control pro- 
duces a persistent fnatine of the blood pressure in 
normal persons, in about three fifths of those who have 
glomerular nephritis and in about one third of those 
who have essential hypertension.' 


PHARMACOLOGIC ASPECTS 

The thiocyanate ion is similar in effect to the iodide 
ion. When ingested a high percentage of the drug is 
distributed to the extracellular fluid and thus influences 
the aggregation of colloids in a manner similar to the 
iodides and the other haloids. It is excreted chiefly 
by the kidneys, but more slowly and less completely 
than the haloids. 
Potassium thiocyanate has a sedative action in mod- 
erate dosage.’ In lethal doses it is irritating to the 
anterior horn cells.* Symptoms varying from mild 
ay ss Departments of Medicine, Northwestern University and St. 


1. Solimann, : Manual of Pharmacology, ed. 6, Philadelphia, 
1942. 


2. (a) Lecons cur les effets des substances toxiq 
medic Baris, JB. & fils, 1887, 398. 
W.: Ueber lonenwirkungen und ihre therapeuti erwendung, 
chen. med. Wehnschr. 50: 155, 


5, Wald, M. H.; Lindberg, H. A., and Barker, H.: Toxie Mani- 
festations of of the Thiccyanates, J. A. M. t 
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drowsiness to toxic psychosis have been reported. It 
has a paralytic action on muscle similar to that produced 
by curare.** Certain effects on the blood have been 
emphasized, particularly the reduction in the erythro- 
e count, hemoglobin, hematocrit, serum proteins and 
lesterol and elevation of the sedimentation rate.* It 


produces smooth muscle relaxation.® ‘The drug does 
not increase peripheral blood flow, nor does it produce 
peripheral dilation.* Cardiac increased car- 


depression, 
diac output and decrease in the size of the heart have 
been reported.’ 
Potassium thiocyanate increases the flow from mucous 


* Goiter frequent follows its administration.‘ 
iuresis is often * Depression of metabolism 
of the liver occurs.” 


In human beings the number and severity of toxic 
symptoms are roughly ional to the serum thio- 
cyanate level. With serum levels less than 12 mg. per 
hundred cubic centimeters, weakness, fatigue, depres- 
sion, exhaustion, somnolence, a sion, nervous- 
ness, nightmares, tinnitus, pruritus, dry skin, various 
dermatidides, nausea, vomiting, alxlominal pain, diar- 
rhea, anemia and goiter are commonly noted. With 
blood levels higher than 12 mg. per hundred cubic centi- 
meters, these symptoms and other more serious effects, 
such as fever, loss of hair, angina, purpura, gastric 
hemorrhage, vertigo, twitching, convulsions, disorienta- 
tion, confusion, slurred speech, hallucinations, unsteady 
gait, motor aphasia, paralysis of the lower extremities, 
exfoliative dermatitis, col , coma and death, have 
occurred. 


The producing the hypotensive effect is 
not known. It parallels the serum thiocyanate level. 
The sedative action of the thiocyanate ion is insufficient 
to account for the fall in blood pressure, for the more 
efficient soporifics, such as the bromides, chloral and 
the barbiturates, fail to produce comparable results. 
The changes in blood composition, with a 
of the decreased cholesterol, are reproduced almost 
identically ‘by repeated venesections. 

Barker and Davis® have demonstrated that a reduc- 
tion in blood 


ically prevents an increase of blood flow to that organ. 
There is no evidence that the thiocyanates act as deacti- 
vators for the pressor substances described by Page. 
its hypotensive action is due to breakdown products of 
the drug in vivo. It has been suggested that the hypo- 
tensive effect is a response to the ingestion of a proto- 
plasmic poison. 
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REPORT OF CASES 
The following cases, including 1 in which there was 
yA meng are reported to illustrate toxic effects 
of thiocyanate therapy. 
Case 1.—Mrs. H. L., a 48 year old white woman, first 


zation was 250 and the mean diastolic pressure 150 mm. of 
mercury. 
serum thiocyanate level was maintained between 8 beget 
per hundred cubic centimeters. After attempts to produce a 
headaches developed, sympathectomy was advised. In April 
1946, a thoracolumbar sympathectomy was 


inability to give a coherent chronologic history and hesitant 
retinal 


nonprotein nitrogen was 27 and the serum 
thiocyanate level 88 mg. per hundred cubic centimeters. 

No treatment other than bed rest was given, and for ten days 
the patient's condition remained unchanged. Her blood pressure 
during that period varied from 230 systolic and 205 diastolic 
to 112 systolic and 110 diastolic (mm. of mercury). Although the 
thiocyanate therapy was stopped on admission, the serum thio- 


cyanate level ten days later was 8 mg. per hundred cubic centi- 
meters. After cighteen hospital days the mental symptoms had 
and the patient's blood pressure was 235 
systolic and 110 diastolic mm. of mercury. At this time the 
serum level was 5.5 mg. per hundred cubic centi- 
meters. 
Case 2.—Mrs. C. D., a 64 year old white woman, entered 
St. Joseph Hospital on March 3, 1947, complaining of weak- 
palpitation, slurred speech, inability to concentrate, mild 
disorientation and soreness of the mouth, tongue and lips of 
seven days’ duration. Nine years previously, following a rou- 
i she was told that she had high blood 
pressure. A 1,000 cc. venesection was done, and she was given 
0.03 Gm. of 0.3 Gm. of theobromine calcium 
salicylate three times daily. She had no symptoms for nine 
years. In February 1947, persistent occipital headaches devel- 
oped, and she was given potassium thiocyanate, 0.3 Gm. three 
times daily. A serum thi two weeks later was 


i 


fale 


ente’ ot. os a m 

of nervousness, malaise, intermittent “spells of numbness” : 
involving the entire body and high blood pressure of many 
years’ duration. Physical examination and laboratory, roent- 
genologic and electrocardiographic studies at that time failed 
to reveal any significant evidence of cardiac or renal disease. 
The mean systolic blood pressure during that period of hospitali- 
when she reentered St. Joseph Hospital, complaining of extreme 
tiredness, dizziness, weakness and vomiting of two days’ dura- 
tion. The essential observations were confusion, disorientation, 
decrease in the auriculoventricular ratio. The systolic blood 
pressure was 260 and the diastolic pressure 114 mm. of mercury. 
Neurologic examination failed to demonstrate any abnormal 
changes other than the confusion previously noted. There was 
mild microcytic hypochromic anemia and a trace of albumin 
administration in hypertensive Goldblatt dogs. This is — 

8 mg. per hundred cubic 

Mad. y Ay Abuses of the Thiccyanates, Texas The patient had an unsteady gait and slurred speech and 

S. Goodman, L., and Gilman, A.: The Pharmacologic Basis of She was irritable and apprehensive. 
peutics, 1 York, ed mild silvering and nicking. The 
6. (a) edical 

Treatment of Hypertension, Am. J. M. Se @@@: 688 (Now) was 190 and the diastolic pressure was 
apical impulse was in the fifth inter- 
midsternal line. There’ was a soft 

. The lungs, abdomen, back and extrem- 
results of laboratory examinations on 
ows: the nonprotein nitrogen was 22, 
n C level 1 and serum thiocyanate level 
ic centimeters. The sedimentation rate 
; phenolsulfonphthalein excretion was 
. Urinalysis showed a trace of albumin 
hyaline casts. The electrocardiogram 
es. 
ences in the Surgical Treatment mate therapy was stopped and the 
(Dec.) 1939. patient given rest. Eight days later the serum thiocyanate 
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Case 3.—R. J., a 52 year old white man, entered St. Joseph 
Nov. 26, i 


When first observed in Chicago, on November 21, five days 
after leaving Indianapolis, he was drowsy, sweated profusely, 


signs of auditory 
hallucinations. He was acutely ill when admitted 


5 
i 
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Necropsy showed generalized 
dermatitis, extensive necrosis of the liver, arteriolar 
sclerasis, cerebral edema and an area of in the inter- 


engorgement and focal areas of suppuration. The gallbladder, 
spleen, pancreas and adrenals were grossly normal. The kid- 
neys showed extensive cloudy swelling and degeneration of the 
tubular epithelium. There was fibrosis of many glomerular 
tufts. The brain was edematous. There was an area of soften- 
ing 2 by 1.5 by 0.5 cm. in the right internal capsule. 


meters in the kidneys and 3.6 mg. per hundred cubic centimeters 
SUMMARY 


Three patients from a series receiving thiocyanate for 
essential hypertension sustained unusual toxic effects. 
The maintenance of serum thiocyanate levels between 
8 and 12 mg. hundred cubic centimeters is generally 
considered to be an optimum range for a hypoten- 
sive effect without toxicity. In case 1 there were 
severe toxic symptoms originating from the central 
nervous system, while the serum thiocyanate level was 
only 8.8 mg. per hundred cubic centimeters. This 
patient had failed to show a fall in blood pressure while 
taking thiocyanates either before or after thoracolumbar 


less than one week with a dose of 0.9 Gm. daily 
a dose which previously had maintained a stable level 
ly rose to a height which was of produc- 


Se. In the third patient with extensive nephro- 
is there was spectacular fatal poisoning; this 
patient had received large doses of the drug. Death 
was due to extensive central necrosis of the liver, peri 
portal hepatitis and extreme dermal exfoliation. This 
case, of course, was i ly managed. Frequent 
studies of the blood should have been made because 
of the large doses of the drug and because he had severe 
renal disease. In such a patient there is a narrow mar- 
gin of safety between a peutic and toxic dose. 
These studies suggest that the results of thiocyanate 
therapy are not uniformly good. ‘The drug may or ma 
i blood pressure in the patient with 


In the fatal case the liver sustained 
extensive damage from an excessive dose. Thus it is 
seen that the thiocyanates, used in the treatment of a 
disease the mechanism of which is not well understood, 


| level was 10 mg. per hundred cubic centimeters, and she had 
no complaints. Her blood pressure during this period varied 
from 188 systolic and 140 diastolic to 96 systolic and 70 diastolic 
(mm. of mercury). The patient was discharged fourteen days nal capsule. 
after admission, with a serum thiocyanate level of 8 mg. per The skin was thickened, rough, red and covered with flaky 
hundred cubic centimeters. white scales, more apparent over the extensor surfaces of the 
extremities. There were scattered areas where the lesions were 
| H moist and weeping. Microscopic examination showed a focal 
developed, and the patient was hospitalized in Indianapolis, subepithelial inflammatory cell infiltration, consisting of lympho- 
A letter from his physician included the following data: the Cytes, plasma cells, leukocytes and eosinophils. The surface 
patient was pale and sweating; there was a partial paralysis ¢Pithelium was absent in most areas. 
of the left side, with hyperactive deep tendon reflexes; his The liver weighed 1,890 Gm. The capsuie was smooth. On 
systolic blood pressure was 260 and diastolic pressure 150 mm. Cut section the tissue was light yellow, mottled with tiny brown: 
of mercury. He was given 0.3 Gm. of phenobarbital four ‘pots. Microscopic examination showed more than one half 
times daily, 20 cc. of 10 per cent magnesium sulfate intrave- of each lobule to have decided lymphocytic infiltration around 
nously daily, theobromine calcium salicylate, 0.3 Gm. three the portal radicles and decided necrosis of the parenchyma 
times daily, and potassium thiocyanate, 0.26 Gm. three times around the central veins. 
daily. In twenty days his systolic blood pressure had dropped to The heart weighed 480 Gm. The left ventricle was hyper- 
170 and diastolic pressure to 92 mm. of mercury. The thio- trophied. The coronary arteries were tortuous and contained 
cyanate level increased from 2.8 mg. per hundred cubic centi- ™any atheromatous plaques. The lungs showed vascular 
meters on the second hospital day to 20.8 mg. on the twentieth 
hospital day. 
by assay for thiocyanate revealed 6 mg. per hundred cubic centi- 
» meters in the myocardium, 7.55 mg. per hundred cubic centi- 
138 
be NaS wr, sympathectomy. Another danger is shown in the sec- 
ond patient. She presented a sudden rise in serum level 
: | appears to a narrow 
margin of safety between therapeutic and toxic levels 
— in some patients. Moderate toxic symptoms are com- 
nonprotein nitrogen 60, and mon even when blood levels are within a zone recom- 
per hundred cubic centimeters. 
are capable of some ; Indeed, it is possible that t 
— action is an effect produced by ingestion 
then rose daily to 101 F. Soon signs of pneumonia developed of a protoplasmic poison. 
in both lungs, and the patient died seven days after admission. 104 South Michigan Avenue. 
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ENTEROGASTRONE IN THE TREATMENT OF 
PATIENTS WITH DUODENAL ULCER 


DAVID J. SANDWEISS, M.D. 
6 


Greengard, Atkinson, Grossman and Ivy ' reported 
encouraging clinical results in the care of 58 patients 
with proved peptic ulcer by the parenteral administra- 
tion of an enterogastrone preparation, an extract pre- 

from the mucosa of the small bowel of hogs. 

ir results indicate that most of their patients who 
failed to respond to the usual conservative regimen 
became symptom free during enterogastrone therapy 
and that enterogastrone therapy is effective not only in 
preventing recurrences dypring the period of its admin- 
istration but in preventing recurrent ulcer attacks for 
a period of time after treatment is discontinued. 
These encouraging clinical results prompted this study. 


PREVIOUS STUDIES WITH ENTEROGASTRONE 


In 1930, Kosaka and Lim * reported that an extract 
prepared from mucosa of both the small and large 
intestine of dogs inhibits gastric secretion. 
named the active principle enterogastrone (derived 
from entero/n, gastr on, chalone/one). In 1937, Gray, 
Bradley and Ivy * prepared more potent extracts from 
the duodenal mucosa of swine and defined a “dose” 
based on the degree of inhibition of gastric secretion in 
dogs. In 1942, Hands and his co-workers * reported 
that enterogastrone extracts have a vhylactic and 

tic effect against experimental Mann-William- 
son ulcers, similar w that previously reported with 
“anthelone” * (Greek: » anti, against and helkos, ulcer 
—the name used to denote the antiulcer factor in urine 
which has a prophylactic, therapeutic and immunizing 
effect against Mann-Williamson ulcers without depress- 
ing gastric secretion). They also observed that entero- 
gastrone produces a rather pronounced “immunity” 
against the development of experimental jejunal ulcer.‘ 
Later, Ivy* stressed that the protection afforded by 
enterogastrone against the Mann-Williamson ulcer has 
been observed to extend for periods as long as three 
years after cessation of treatment. Ivy * presented data data 
Clinic, Derren ard, H.; Atkinson, A. G ans A. C.: 
and Clinical Peptic Ulcer. 
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which indicate that oral administration of entero- 
gastrone tablets also offers protection and resistance 
against the development of ulcers when given in ade- 
quate doses. 

Stimulated by these experimental results, Greengard 
and his associates ' treated a series of 58 patients with 
proved peptic ulcer. Thirty-two patients were treated 
with enterogastrone concentrate three times weekly, 
and the remaining 26 patients were treated daily except 
Sundays. They point out that “many of the patients 
reported symptomatic relief within a few days after the 
injections were begun; most of them were free of 
distress after two weeks ; in the remaining few, approxi- 
mately two months elapsed before relief from pain and 
distress was complete.’ 

An analysis of the detailed data presented by Green- 
gard and his co-workers’ disclosed that the 32 
patients treated three times weekly during a period 
of from four to eighteen months (average fourteen and 
five-tenths months), only 2 of the patients failed to 
obtain symptomatic relief. Six of the 30 symptom-free 
patients presented recurrences while being treated. In 
the remaining 24 patients observed and followed up one 
to twenty-seven months after enterogastrone therapy 
was discontinued, there were no recurrences during 
the period of observation. (Sixteen of the 24 _— 
were followed up twelve months or longer after dis- 
continuance of enterogastrone injections. ) 

The results in the 26 patients treated with six injec- 
tions per week for a period of three to twelve months 
(average: eight months) were even more encouraging : 
all responded to treatment and became symptom free ; 
recurrences developed in only 4 during treatment, and 
of the 12 patients observed from one to twenty-eight 
months after enterogastrone therapy was discontinued 

period of observation months), mone 


high percentage 
the use of the drug. Of 56 patients with ulcer symp- 
toms, 54, or 96 per cent, became symptom free. 

Therapeutic trial on 43 Mann-Williamson dogs, and on 58 
patients suffering from proven peptic ulcer over a period of 
years, has demonstrated the probability that the material is 
effective in preventing recurrence during the period of its 
administration, and for a length of time thereafter of a duration 
as yet undetermined. 


METHOD OF STUDY 

Forty-eight private ambulatory patients comprised our series. 
All had roentgenologically proved duodenal ulcers, and 90 per 
cent of these patients were selected for enterogastrone therapy 
because they failed to respond to the usual conservative diet- 
antacid-antispasmodic regimen. 

The patients were advised to remain on the same regimen 
which had failed to produce symptomatic relief just prior 
to institution of enterogastrone therapy. If during adminis- 
tration of enterogastrone a patient became symptom free, he 
was permitted to liberalize his diet, but continued on bland 
nonirritating foods. 

Early during the course of our study we were confronted 
with three difficulties : 

1. Pain, local reactions and other side effects (to be dis- 
cussed later) were frequently associated with the i 
Because of these, 6 of our patients refused to continue with this 
regimen. Thus, 42 patients remained for analysis. Many of 
these patients cooperated in spite of these side effects. 

2. We failed in our efforts to induce our patients to follow 
the course suggested to us by Dr. Ivy, i. ¢. daily injections 
(six times weekly) for a period of nine to twelve months, with 


| | Hs 
showed recurrence. 
Our analysis of this report’ shows an unusually 
amd Riolewical Assay 
(March) 1937. 


for such time, 
were the chief reasons for this failure. Accordingly, 
outlined the following routine to which we hoped to adhere 
: Six injections per week, for a period of at least 
hs (and ii possible for a total of ninety injections), 
to be followed by daily administration of enterogastrone tablets 
an additional twelve months. Since it was reported that 
enterogastrone given orally, as well as parenterally, offers 


ingly, arrangements were made with a nurse or a member of 
the family to administer the drug. Twenty-one patients thus 
received enterogastrone injections in their homes. Of this 
number, in spite of the fact that all were instructed to receive 
injections daily (exclusive of Sundays), only 11 followed this 
routine. Seven of the remaining patients were treated five 
days per week and 3 only four days per week. Of the 21 
patients who were treated in our office, all but 5 received daily 
injections exclusive of Sundays. 


tories and were supplied in 0.5 Gm. tablets, and 14 tablets were 
administered daily in divided (7 Gm. per day). The 
patients receiving parenteral therapy at the office were seen 


IMMEDIATE RESULTS 
Table 1 summarizes the results obtained among the 
patients treated with six injections per week, five injec- 


1.—Parenteral Enterogastrone Therapy; 
Immediate Result 


No. of No. of No. of 
Averege§ Patients Patients Patients 
No. of No. of Who Ieeame with Without 
No. of Pa Iniee Symptom Moderate Im tmprove- 
tients tions provement ment 
7 sl 10 (27%) 
‘ ~ 1 (10%) 1 
Patients treated at 
Patients treated at 
21 9 (48%) 2c) (8%) 
7 23 (35%) 15 (28%) 


It will 


he 27 patients who were treated parenterally 
a week (average: eighty-one injections), 
or 52 per cent, became symptom free and 3, 
er cent, were moderately improved. Ten of 
Lato (37 per cont) failed to obtain any symp- 
improvement. 
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2. Of the 10 patients who were treated five times 
a week (average: eighty injections) 8 became symp- 
tom free; of the 5 patients who received four injections 
weekly (average: sixty-two injections) only 1 was 


3. In the group as a whole, of the 42 patients treated 
parenterally only 23, or 55 per cent, obtained s bye on 
atic relief during the three month period 


Tasre 2.—RKelapses Within One Year from Institution of 
Enterogastrone Therapy 


Number of patients who became symptom free during 
Nember of patients with recurrence during the 
first three months of treatment and 
(2) Number of patients who had recurrence three to 
six months after the start of enterogastrone ther- 
apy and while «till receiving enterogastrone orally 
(8) Number of patients who had recurrence six to 
twelve months after the start of enterogastrone 


7 
3 (13.0%) 


6 (6.1%) 


therapy 
(4) Total relapses within one year from the start of 


entorogastrone therapy (70.0%) 


4. Hemorrhage developed in 3 patients while they 
were regularly receiving injections with enterogastrone 
(after ninety, ninety-eight and one hundred and fifteen 
a They were hospitalized and treated with 

the usual conservative regimen without further par- 
enteral therapy. 

treatment (after forty and sixty-nine injections), 
and they were subjected to subtotal gastric resection. 

6. Of the 5 patients with hemorrhage and intractable 
pain, 4 received six injections weekly and 1] was treated 
five times weekly. 

7. Twenty-one patients were treated by one of us 
at the office, and a similar number of patients were given 
injections by a nurse or a member of the family in 
their homes. It will be noted that of the patients 
treated in the office (and given injections by a phy- 
sician) only 24 per cent of the patients failed to experi- 
ence any improvement in symptoms, while of the 
patients given injections in their homes (by a nurse 
or a member of the family) 48 per cent failed to show 

improvement during the three month 
of enterogastrone therapy (average: ninety-one 
injections ). 


months of treatment, our therapeutic regimen was in 


his associates.' 


RELAPSES WITHIN ONE YEAR FROM BEGINNING 
OF ENTEROGASTRONE THERAPY 

Continuation of enterogastrone therapy (after the 
three month period) in the 19 patients who failed to 
obtain symptom-free intervals did not seem warranted 
even had the patients agreed to further trial. Accord- 
ingly, our interest was focused on the 23 patients who 
had symptom-free intervals during the parenteral 
administration of this product. These 23 patients were 
asked to continue with the liberal modified diet for 
ulcer and, in addition, to take 14 enterogastrone tablets 
In this respect, our series differed from that of 
Greengard and his co-workers’ who continued injec- 
tions for three to nine months longer. 


= 
the hope of preventing, or at least delaying, recurrence. Daily ee 
Williamson ulcers,* it was thought advisable to supplement the 
parenteral treatment with oral treatment. 
3. A number of our patients were unable to visit the office ee 
for daily injections over a prolonged period of time. Accord- — aera nn 
The parenteral enterogastrone extract was supplied in the ee 
form of enterogastrone hydrochloride, 200 mg. in weight, pre- a 
served as a “cake” in an ampule which represents a single —— 
“dose.” This was prepared by The Upjohn Company in 
accordance with directions supplied by Dr. Ivy. The “cake” 
was dissolved either in 5 cc. of double distilled water or 5 cc. 
of isotonic sodium chloride solution and injected intramuscu- 
larly either in the buttocks or arms, as preferred by the patients. 
The enterogastrone tablets were prepared by Abbott Labora- 
By one Of US dally, pated 
48 were interviewed once a week. During the period of oral | 
therapy the patients reported at regular intervals for interview 
and examination. 
tions per week and four injections per week, as well as 
the results obtained among the patients treated in the 
office (by one of us) and the patients treated in their 
homes (by a nurse or a member of the family). Hii 
be not 
1. O 
six ti 
only | 
or ll 
the pat 
tomati 


results under our regimen in these 23 patients is 
presented in table 2. It will be noted that: 

’ patients, or 30 per cent, had 
relapses during the first three months of treatment and 
while still receiving injections. (Three of these patients 
were given injections six times weekly and 4 were 


i 
= 
& 


Taste 3.—Comparative Immediate Results; Enterogastrone 
Therapy Versus Other Medical Regimens, in 
Patients with Chronic Duodenal Ulcer 


of of Ulcer Basis 
Treated Attacks) ment ment 


Diet alkali regimen, am- 
bulatory I*... 200 
Diet alkali regimen, ‘am- 
bulatory Ilt.. coe BS 
Vaccine (parenteral)... “4 
Histidine (parenteral)... 
Fmetine (parentera’).... 
water 
teral) 2 
“Anthelone” (parenteral) 63 
Fnterogastrone (paren- 


(paren- 


ce oe es 


& 


* Average Class of patients, private and clinic, with acute or chronic 
+ Mostly patients with chronic ulcers, analogous to groups 4 through 9, 


given injections five times weekly.) One patient had 
a recurrence within two months after parenteral ther- 
apy was instituted (six injections a week ; office treat- 
ment) and continued until ninety injections had been 
given, after which he took tablets orally for an addi- 
tional two months. He refused further treatment after 
_ a second recurrence. The remaining six patients had 
attacks within three months after injections had been 
started (3 had six injections week, Be 3 had five 
injections per week). Two of these 6 patients con- 
tinued with treatment until one hundred and fifteen 
and ninety-eight injections, respectively, had heen 

given; they then took tablets for one and two months, 
but failed to return for additional tablets 
or further observation. 

2. There was recurrence in 3 patients within three to 
six months after enterogastrone t been 
instituted and 6 patients within six to twelve months. 
All of these patients received six injections a week 
(an average total of seventy-one injections) and con- 
tinued with oral administration of enterogastrone from 
one to thirteen months, but had recurrence during 
treatment. 

3. In the 23 symptom-free patients as a group, 16 
(70 per cent) had recurrences within one year after 
the start of enterogastrone therapy. Each of 12 of the 
patients had six injections a week, and 9 had at least 
ninety injections. Only 7 patients (30 per cent) were 
Ss free one year after treatment was begun. 

Three of these 7 patients each received six injections 
a week (average: eighty injections) ; 3 received five 
a a week (average: ninety-seven injections), 
and 1 received four injections a week, a total of only 
thirty-eight injections. 
COMPARATIVE RESULTS 

Previously, one of » (D. J. S.) employed other 
products parenterally for yon with chronic duo- 
denal ulcer, i. ¢., vaccine, histidine, emetine, “anthe- 
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lone” and distilled water injections. In addition 
three other series of patients with duodenal ulcers, 
with the usual diet-alkali-antispasmodic regi- 

and hospital bed rest), were anal- 
yzed for the of these on symptoms 
and relapses. Detailed data on the results of treatment 
in these eight different series of patients have been 


present 

will be noted that enterogastrone 

effect on “immunizi ients against recurrence. 
It will — noted that the lowest percentage of 
relapses within one year occurred among those patients 
who followed a dietary regimen. 


“IMMUNITY” AGAINST RECURRENT SYMPTOMS 
It has been definitely demonstrated by Ivy and his 
associates that in Mann-Williamson dogs enterogas- 
trone t prevents, or at least delays, recurrent 
ulceration. This so-called “immunity” against recurrent 
ulceration continues even after enterogastrone therapy 
is discontinued, . however, that enterogastrone 
is administered for a period of at least three months. 
Greengard and his co-workers' have this 
principle clinically. They ed 
trial on 58 patients (and 43 Mann-Williamson dogs) 
“has demonstrated the probability that the — 
~ terogastrone] is effective in preventing 
ring the period of its administration, and ler a. a length 
of time thereafter of a duration as yet undetermined.” 
Our clinical results are not in agreement with this 
opinion. Of 33 patients who have had a full three 
month course of parenteral therapy (an average total 
of eighty-nine injections), 13 patients continued to 


Taste 4—Comparative Relapses; Enterugastrone Therapy 
Versus Other Medical Regimens, in Patients 
with Chronic Duodenal Ulcer 


Number Percentage FPer- 
of Ulcer of eentage 
Attacks Relapees of Relapses 
Followed Within Within 

Series Treatment Up ix Months One Year 

2 Diet alkali regimen, ambulatory I* a 

Diet alkali regimen, ambulatory as 

4 Vaccine (p al) 37 

6 Emet t 23 

7 Distilied water (parenteral).......... va 

9 Enterogastrone (parenteral).......... 23 ae 7 


end of the three month 


with Bacterial Vaccine Proteins), Am. Dis. & 

fon 47358341 Sandweiss,’D. tg 


with 
106: 1452- 
in Peptic Ulcer, ibid. 


200.708" 25) 1937. M. H.; 


Am. J. Digest. 371-382 (Oct.) 1941. 


ly i 
free. Of the 18 patients who were symptom free at 
therapeutic 3 


(Larostidin), J. 
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ee were treated more 7 and over a much longer 
period of time. 
Pereentage Per- Per- 
Sympton erntage centage 
Number Number Free (on Moderate No 
| 
Serice Treatment Tre 
9 
12 
2 
2s 
19 
4 
ll 
26 
* Average class of patients, private and clinic, with seute or chronie 
uleers. 
t Mostly patients with chronic ulcers, analogous to groups 4 through 9. 
have symptoms at the end of the three month period; 
the 
had 


had 
tion 


It should be stressed that 10 of the 14 patients 
had had the added 


It should also be noted that, since three months 
of treatment have been recommended to. establish 
“immunity,” this analysis includes only “the results 
—s after three or more months of treatment. In 
these 33 patients we have accordingly disregarded 
symptoms or recurrences during the first three months. 


STUDIES OF SECRETION 
Studies of gastric secretion were made on 9 patients 
before and after enterogastrone , using 300 cc. 


acid ee on ts there was no change, 
and in 2 


Kirsner’s studies '° on patients with peptic ulcer are 
of interest. In a communication to us he 
stated: (1) Nocturnal and twenty-four hour gastric 
secretion “may decrease” in human bei after the 
intramuscular injection of 1,000 to 3,000 mg. of an 

rone concentrate. The inhibition is variable 
in and not consistently related to the dosage 

(2) secretion of acid “may increase” during the 
administration of enterogastrone and, also, twenty-four 
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rarely lasted longer than forty-ei to seventy-two 

hours. The injections were painful to most of our 

1 complained that they could not work or drive 

a car for two to three hours after each treatment. A 

few patients wondered about residual slightly tender 

“bumps.” These were small round indurated areas, 

a deep in the muscles into which the — 
had been given, which as a rule completely dis- 

red within a week or two after each treatment. 

one of our patients ex generalized reactions, 

such as chills, fever or influenza-like symptoms. These 

side effects were in no way related to clinical end 


COMMENT 

The experimental data reported by Hands and his 
co-workers * and Ivy and his associates "' indicate that 
treatment with enterogastrone extracts have a prophy- 
lactic, curative and “immunizi effect on Mann- 
Williamson ulcers. However, in the light of our 
disappointing clinical experience, one might well ask 
whether encouraging experimental results on Mann- 
Williamson dogs are always applicable to ulcers in 
human beings. 

The Mann-Williamson ulcers, according to Mann, 
Ivy and others (as well as in our own experience), 
have both the gross and microscopic characteristics of 
those seen in peptic ulcer in human beings. For this 
reason, physiologists commonly use Mann-Williamson 
dogs to test the therapeutic efficacy of various regimens 
for ulcers. However, there are definite fundamental 
differences between the Mann-Williamson ulcers and 
those seen in human bei An ulcer hardly ever 
. Also, in the Mann- 
lops at the ase 
this ulcer develops only following a surgical proced 
i. €., a gastrojejunostomy plus surgical duodenal a 
age."* By this surgical procedure, the jejunum is 

of all pancreatic (trypsinogen, 
amylase and lipase), bile (bile salts, acid and pig- 
ments ) and the duodenal secretions. In addition, there 
is a disturbance in the acid-alkali relationship in the 
jejunum of the Mann-Williamson dog as 
with the normal jejunum. In short, there is a total 
disturbance of all biochemical processes of digestion. 
As a result, as a rule, nutritional disturbances develop 
in the dog. The untreated animal invariably dies 
within five months Looe this operation, and in yx 
approximate cent of the animals 


contents, is never “detoured” to the terminal aspect of 
the ileum. 

It might be stressed that if any agent promotes 
healing and prevents recurrences of Mann-Williamsun 


recurrence of symptoms within one year (2 of these 
a hemorrhages during the year) and in 1 a perfora- 
developed fourteen months after the institution of 
treatment. Only 4" of the 33 patients (12 per cent) 
were still symptom free approximately one year after 
completing the three month course of parenteral 
advantage of enterogastrone given orally for many 
months after parenteral treatment with enterogastrone 
was discontinued and that the symptoms recurred while 
| per cent alcohol as a test meal. In 4 patients 
Pollard and his associates ° failed to note any change 
in the fasting volume of gastric secretion or output 
of hydrochloric acid following daily oral or parenteral 
138 administration of enterogastrone for a period up io 
eleven months. They also failed to note any change 
48 after single intramuscular injections of 200 to 800 mg. 
of enterogastrone. 
and forty-eight hours later. The significance of these 
results will be commented on later. 
ROENTGENOLOGIC STUDIES 
We did not study our patients roentgenologically 
after enterosgastrone therapy. However, of 17 patients 
so studied by Pollard and his co-workers,® the roent- 
genographic appearance “was unchanged in 8 cases, : 
finitel in 3.” We thus question w r duodenal ulcer in human 
beings is similar to the ulcer observed in Mann- 
SIDE EFFECTS Williamson dogs. Even the jejunal ulcer following a 
Our first 2 patients experienced generalized urticaria gastroenterostomy is not analogous to the Mann- 
after each of the first two injections. We subsequently Williamson ulcer, for when gastroenterostomy is per- 
prevented urticaria by injecting, at first, smaller formed in a human being the duodenum, with its 
amounts of enterogastrone in patients observed to be 
sensitive to preliminary intradermal tests. A number 
of the patients presented redness, soreness and indura- 
tion, which at times extended over an area of 5 to 
SS autcers, the same agent could be expected to produce 
shout fourtecn months Sifter the institution of therapy, ‘He similar results in patients in whom the processes of 
The while natient wae digestion and nutrition are not so much distorted as in 
9. Pollard, A. M.; Block, M.; Bachrach, W. H.. and Mason, J: 11. Greengard, Atkinson, Grossman and Ivy.* Ivy.* 
Studies on the Treatment Peptic Ulcer with Enterogastrone, to be 12. In the Mann-Williamson qperution the pyleras is anastomosed to 
published. the jejunum 15 to 20 cm. beyond ligament of Treitz, and the duodenum 
10. Kirener, J. B.: Personal communication to the authors, Oct. 15, and its entire contents is “detoured” to the terminal aspect of the ileum 
* 9947, about 25 cm. proximal to the cecum. 


the Mann-Williamson dog. In this respect, Ivy and 
his associates, in conducting an experimental test with 
enterogastrone as a possible medicament for patients, 
have made a distinct contribution, especially in the 
light of their encouraging clinical data. It is possible 
that our conflicting clinical results might be explained 
by variations in potency between the different lots of 
enterogastrone extracts. If so, the present method 
of preparing enterogastrone and the present method 
of assaying the product for potency need immediate 
reevaluation if enterogastrone is to be used thera- 


on patients. 
Enter connotes the hormone derived from 
intestinal mucosa which ses gastric secretion 
and acidity. However, it appears, from the recent 


reports by Ivy '* and Greengard and his associates,’ that 
enterogastrone concentrates contain not only a gastric 
secretory depressant factor (an antiacid factor) but 
also one which increases the resistance of the mucosa 
to ulceration (an antiulcer factor), which they consider 
bly responsible for the beneficial effect on Mann- 
‘illiamson ulcers. Greengard and his co-workers 


Such an action [gastric secretory depressant action] com- 
protection far outlasts the course of injections. . Sup- 
of this view is lent by the apparent ‘protective effect in 
dog of a crude acid extract of the intestinal mucosa when 


Ivy * also explained the epee provided by 
enterogastrone as due to antiu activity rather than 
antiacid activity, i. e., to an increased resistance of the 
mucosa to ulceration similar to that provided by 
“anthelone.” Yet, the enterogastrone presently avail- 
able and employed clinically is assayed only for its 
gastric secretory depressant potency. If enterogastrone 

luces a beneficial effect on Mann-Williamson dogs 
its antiulcer activity (rather than by its antiacid 
eniviey) and, furthermore, since enterogastrone is 
yed clinically because it produces increased 
resistance of the mucosa against ulceration (without 
inhibiting gastric secretion in the patients, as was 
shown previously and suggested by Greengard and his 
co-workers) the product should then be assayed for 
antiulcer activity see of for antiacid activity. This, 
unfortunately, is impossible at . because a 
reliable method of assaying antiulcer activity quantita- 
tively is as yet not available. In other words, the content 
of the active antiulcer (“anthelone”) principle in 
enterogastrone is wn. 

As previously stated, Kirsner '® observed that noc- 
turnal and twenty-four hour gastric secretion “may 
decrease” after the intramuscular injection of 1,000 to 
3,000 mg. of enterogastrone concentrate and that the 
secretion of acid “may increase” during the administra- 
tion of enterogastrone and for twenty-four and forty- 
eight hours later. Since gastric secretory stimulants 
may be extracted from practically all tissues of the 
body ** as well as from the mucosa of other parts of 
the gastrointestinal tract (in addition to that of the 
pyloric mucosa ),’* is it possible that the enterogastrone 


A. C.: A Potential Contribution to the Preven- 
Peptic” Uler in Man, F Proc, 41 222.225 (Seet.) 1945. 
is. Ivy, A. C.: 


Internal Secretions of the Gastrointestinal Tract in 
ation, 1 

16. P.: Secretory Mechanism 
. Hoeber, Inc., 1944, p. 421. 


of the Digestive Glands, New 
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concentrates have, in addition to a gastric secretory 
depressant, a gastric secretory stimulant? Further- 


more, since enterogastrone has as yet not been isolated 
or prepared in pure form, can it be said that it is 
free not only from gastrin or histamine but also from 
denin “(the other hormones or hormone-like substances 
present in the mucosa of the small bowel)? It appears 
to us that not only do we not know how much of the 
active principle we are injecting, but also, we do not 
a what other hormones or hormone-like substances 

are administering when we inject enterogastrone 

On the basis of our experience, enterogastrone as 
sidered for a routine therapeutic regimen in 
ulcer. On the basis of Ivy's laboratory (animal) and 
clinical observations, further intensive studies on the 
physiologic and biochemical aspects of the small bowel 
concentrates are warranted in an effort to produce a 
better product. 

SUMMARY 

1. Enterogastrone was administered parenterally to 
42 patients with proved chronic duodenal ulcers. The 
injections were given six, five or four times weekly 
during a period of three months (an average total of 
seventy-nine injections). The immediate clinical results 

were disappointing, since only 55 per cent of the 
pe had symptom-free intervals. 

2. Twenty-three patients (55 per cent) had symp- 
tom-free intervals during the three month period of 
parenteral enterogastrone therapy. After the course 
of parenteral therapy was completed, the 23 patients 
were given enterogastrone tablets orally. Sixteen, or 
70 per cent, of these patients presented symptoms of 
recurrent ulcer within one year after the institution 
of parenteral therapy. 

3. Our clinical results with parenterally admin- 
istered enterogastrone were compared with those previ- 
ously obtained by one of us with the diet-alkali 
regimens and with other parenterally administered 
products (vaccine, histidine, emetine, “anthelone” and 
distilled water injections). Our comparative results 
indicate that: (a) treatment with enterogastrone failed 
to produce more satisfactory results than the other 
therapeutic regimens, either in its immediate effect on 
symptoms or in its remote effect on recurrent attacks 
within one year, and (b) the lowest percentage of 
relapses within one year occurred among those patients 
who followed the usual conservative dietary regimen. 

4. Thirty-three of our patients had a full three 
month course of parenteral enterogastrone therapy (an 
average total of eighty-nine injections). Only 4 of the 
patients (12 per cent) were still symptom free fourteen 
months after completing the three month regimen. The 
remaining patients had either not had a symptom-free 
interval at the end of the three month period or had 
subsequent recurrences if they became symptom free. 
We are thus of the opinion that the enterogastrone we 
employed, when administered parenterally during a 
istration of enterogastrone), does not produce “immu- 

” against recurrent ulcer. 

5. For the present we are discontinuing the use of 
enterogastrone It is our ally avaiable at that: 

to be a 


medica- 


given by mouth in adequate doses; the secretory-inhibitor 
effect of enterogastrone is not elicitable by its oral adminis- 
tration. 


Votewe 138 
Neuere & 


on the physiologic and biochemical aspects of entero- 


— ADDENDUM 
wan have recently treated two series 
illiamson dogs with enterogastrone, using pita 
stock animal diet, and we compared the results with 
our control (untreated) series. Nine dogs which 
received daily injections of 200 mg. of enterogastrone 
a (The Upjohn Company) showed no bene- 
'* Fourteen dogs given 8 tablets "(4 Gm.) of entero- 
daily by h showed 
erhaps commercia preparations 
we oe weed were not as potent as those used 
by Ivy and his associates. 


9739 Dexter Boulevard (6). 


TREATMENT OF SCABIES 


Report of One Hundred Patients Trected with 
Hexechlerocyclohexone in Vonishing 


linics, its i 
ing with climate, habits of personal hygiene and degree 
of intimate contact. Scabies affects all ages, all races 


of increase have followed the Civil War, the period of 
mass immigration in the early 1900's and World War I. 
All indications are that another upsurge is now taking 


In the United States Army, during the recent war, 
scabies was one of the principal causes of time lost 
through cutaneous disease. The incidence varied con- 
siderably with locale, but the over-all picture showed 


inthe} Sandweiss, D. Hill, E. J., and Hammer, 


SG: 125 (Aug.) 
Celumbia and the Vs 
1. “Kwell,” supplied by Commercial 


and 
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ment for peptic ulcer, and (b) further intensive studies 
gastrone concentrates are essential to produce a better 
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In ram to 12 per ic practice, it is encountered 
12 oat cent of patients, according to 

estimates for the population 

Unfortunately, recognition of scabies may not always 
be easy. Sometimes the diagnosis is so obvious that 
the patient presents himself with the statement that he 
“the itch.” Other cases can puzzle even the 
i _Kaposi termed scabies “a 


widespread occurrence in the Army, ry, Sulz- 
berger and Livingood * stated, “In connection with this 
the deficiencies of the American medical educa- 
tional system in respect to dermatology were strikingly 

; most medical officers had no concept whatever 


the hands, or flexor surfaces of the wrists, on 

the inner and outer aspects of the elbows, in the axillas, 
around the umbilicus, on the buttocks and inner aspects 
the scrotum in men and 


often phi bh in adults, but may 
cally be It appears as a sinuous 
ike line, the course of 


The distribution of 
the latter has been by some eothentiie 
be due largely to sensitization, rather than to the 


sag! 
Lik 


the mite seem, however, to indicate that it prefers 
bore into furrowed and folded skin ¢egions, and has 
ifficulty in burrowing where the skin is quite smooth.” 


DEMONSTRATION OF THE PARASITE 
We wished to demonstrate the Acarus scabiei when- 


2. Pillsbury, D. M.; Suicheraps, B., and Livingood, C. S.: Manual 
ef B. Saunders Company, 1942. 


Skin 
4. Heilesen, Studies Acarus Scabiei and Scabies, 
venereal. (Supp. 1, 1946. 


chameleonic eruption which presents one of the most 
difficult diagnoses in dermatology.” its 

a of the chief diagnostic features of scabies, and little 
knowledge of its treatment.” Therefore, a brief review 
of the diagnostic points may be in order. 

Pe The outstanding symptom is itching, almost always 
worse at night and when the patient is warm. The erup- 
Se tion is made up of papules, vesicles, linear scratch marks, 
: _ pustules and “burrows,” which are often excoriated 
by scratching. The distribution is rather characteristic ; 
SS ee in typical cases lesions may be seen in the interdigital 
MARVIN McRAE, M.D. 
New York 
The introduction of a new drug for the treatment of a 
specific disease carries with it two main questions: Is gee : . 
it effective, and is it safe? The authors have tested a the valle 
138 preparation of hexact‘orocyclohexane in a vanishing une generalized, although t pha 
cream base * in 100 consecutive cases of scabies. All the Temain free. In young children and in bedridden 
48 patients were cured with from one to three applications ; — ~ Jig and soles and even the face are fre- 
no irritation or discomfort from the remedy were noted, 
and no sensitivity to the drug or the vehicle, either whith age d - 
be the mest prtanising yet vanced for persons the eczematous or impetiginous manifesta- 
a tion -ompletel sk the origi istics. 
the cure of a disease which is widespread in all walks 
of life and constantly increasing in incidence. 

Scabies constitutes one of the most frequently encoun- 
seen one or more small vesicles. At the closed end of 
the burrow the acarus may sometimes be seen, par- 

and all strata of society, a sh i occurs less olten ticularly with the aid of a lens, as a grayish dot. 

and usually in a modified form in persons 

habits. It is seen in office practice as well a 

clinic. 

INCIDENCE 
After World War I the prevalence of scabies i 

steadily in Great Britain until, during World \ 

assumed epidemic proportions. In this count 
ever possible im Uns series and were able to do so in 
large majority of cases. Secondary infection or exten- 
sive excoriations occasionally made its recovery dif- 

Va The of Sy Parasitic Infection Immunity in 

U Reactions in 


ficult or impossible. Regardless of the intensity of the 
eruption elsewhere, we have been most successful in 
obtaining specimens from the fingers and hands and 
have seldom found it necessary to look further. The 
frequent statement that 10 per cent of the mites will be 
found on the volar aspect of the wrists has not been 
borne out by our experience, as it was from 
that location in only 2 instances. 

The most satisfactory method in our hands has been 
with the use of a sharp Hagedorn needle. The point is 
inserted under the epidermis at the beginning of the 
burrow, which is laid open along its entire length. 
(This is usually painless if properly done, as the burrow 
is confined to the horny layer.) By teasing the blind 
end, the acarus may frequently be made to cling to the 
needle point and appears as a minute oval grayish speck. 
If this is placed on a glass slide and exposed to warmth, 
its activity will identify it to the naked eye. The micro- 
scope will be needed to reveal greater detail. If the 
acarus does not cling to the needle, the burrow is 

lengthwise with the edge of the needle, 

and the resulting debris placed on a slide. A drop of 
10 per cent sodium hydrox- 
ide clarifies the — 
and when a cover sli 
gently pressed into » 
the inanimate mite, 
ova or detritus will usually 
be clearly revealed under 
the microscope. When typi- 
cal burrows cannot be ob- 
served, the vesicles may be 
similarly examined. 

OLDER REMEDIES 

Sulfur as a local applica- 
tion has long been known to 
be an effective scabicide and 
was used for many years 
before the acarus was first 


causing the disease. Other 
preparations used have in- 
betanaphthol and cresol. None of these, however, 
did sulfur. All the older preparations were messy to 
apply, and many were malodorous and irritating. The 
treatments consisted of at least two steps: a bath with 
thorough scrubbing, followed by complete and vigorous 
application of the medicament to the entire cutaneous 
surface below the head, often as many as four applica- 
tions being recommended. Dermatitis as a result of 
treatment has been a complication in as high as 25 
per cent of cases. 

In recent years, newer remedial agents, such as benzyl 


ine-benzyl benzoate formula, 
have done much to remove these objections, but meticu- 
lous application has been necessary ; burning on contact 
has been a frequent complaint, and there have still been 
many instances of irritation or sensitivity. Experience 
with benzyl benzoate emulsions in the Canadian Army 
led to the belief that it produced a sensitivity to wool,’ 


j. berm i Benzy! Benzoate and Wool Dermatitis, Canad. M. A. 
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therefore, that a new highly effective scabicide, vir- 
tually nontoxic and nonirritant, which is simple and 
pleasant to apply, may be gratefully received. 


HEXACHLOROCYCLOHEXANE—A POTENT NEW | 
INSECTICIDE 

The chemical 1,2,3,4,5,6-hexachl with 
the chemical formula C,H,Cl,, was first discovered to 
be a promising insecticide early in 1942 by Thomas 
(Slade *) in experiments to control the turnip flea beetle 
in England. It is sometimes incorrectly called benzene 
hexachloride ; this is an entirely different organic com- 
pound, with the formular C,Cl,. It has also been 
known as “666,” but this is an undesirable term for it 
has also been used as a designation for a commercial 
antimalarial preparation. 

The gamma isomer of 1,2,3,4,5.6-hexachlorocyclo- 
hexane has been observed to be the most effective and, 
in addition, is free from the odor of chlorine. It has 
been extensively tested as an insecticide by the Depart- 
ment of Agriculture, the Army Service Forces, the 
Kettering Institute and other agencies and has been 
demonstrated to be toxic to a large number of insects 
as a contact agent, a stomach poison or a fumigant,* 

rom the medica t of view, the is important 
in the control of tice, 


1.1. 


bedbugs and pediculi capitis, and pubis, as 
well as of the Acarus scabiei. It was observed 
Army authorities to be outstanding as a miticide, 


by impregnation of uniforms and in field fumigation.’ 


EFFECT ON HUMAN BEINGS AND OTHER VERTEBRATE 
ANIMALS 
Report no. 56 of the Medical Division, Chemical 
Warfare Service, dated Sept. 26, 1945," stated, in 
reference to the crude hexachlorocyclohexane: “To 
date, no cases of poisoning or toxic symptoms have been 
reported for man except headaches 


6. Slade, R. E.: The Gamma Isomer of 


Bul Bs 233, 1945. 
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demonstrated by Bonomo ¢yY¢s, and if inhaled, to the nose and pharynx. . . . If 
: 1 and Cestoni in 1687 as_ /arge quantities are used, a face mask is suggested. . . . 
There are no reported cases of its having been handled 
sufficiently long to produce symptoms from absorption 
through the skin.” 

Tests of the gamma isomer in rabbits, guinea pigs, 
rats and mice, by the same authorities, indicated that 
this form of the drug is not readily absorbed through 
the skin or when taken by mouth. Dr, G. R. Cameron, 
Professor of Morbid Anatomy at University College 
Hospital Medical School in the University of London * . 
commented: “Unpublished work by Mr. F. Burgess 
and myself suggests that this compound is of relatively 
low toxicity when applied to the skin or administered 
orally in single doses. Fairly large doses given 
repeatedly are tolerated.” He stated further: “We 
have not heard of any cases of intoxication in human 

*'Denzoate emulsions an beings.” 
Tests of the particular preparation used in the series 
hexane ("666"), Medical Division no. 56, Service Forces, 
the Use of 
FN _ mote on the 


carried out in approximately 800 human subjects in 
various institutions, with no evidence of toxicity or of 
cumulative effect to date. In five hundred patch tests, 
with ten, fifteen or more repeat tests, no instances of 
sensitivity has occurred.” Our report concerns its 

ial in 100 cases of scabies. 
GAMMA ISOMER OF HEXACHLOROCYCLOHEXANE IN THE 

TREATMENT OF SCABIES 

The ration used is the gamma isomer of 
1, 2.3, 4. 6-hexach 1 per cent in a 
vanishing cream base. It is white in color and has a 
faint, not , odor. 

An unselected series of patients with scabies were 


PROCEDURE FOLLOWED 
The following plan of treatment was used: 


Results in the 100 cases are shown in the table. 
Complete relief from pruritus within twenty-four to 
forty-eight hours was reported about half the 
patients, and many observed that itching ceased within 
two to three hours. Pronounced clinical improvement 


All were cured. In no case could the acarus be demon- 
strated after the first application of the cream. 
Irritation was not observed ms a single a One 


9. Smith, L. W.: Personal communication to the authors. 
10. Dr. Meyer Slatkin assisted in the treatment of patients at City 
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Four patients when first seen had advanced eczema- 
tization as a result of constant scratching. These were 
treated with bland ointments for one to two weeks after 
completion of treatment for scabies. 

Secondary infection, when present, was treated with 
antibacterial ointments. In some instances these were 
used before the scabicide cream was applied and in 
others after, and the results were equally satisfactory. 
In the few cases in which the hexachlorocyclohexane 
alone was used in the of mild secondary infec- 
tion, control of the primary dermatosis and its accom- 
panying itching and excoriation allowed prompt healing 
of the superi dermatitis without recourse to other 
measures. As in the uncomplicated cases, ication 
of the cream caused no irritation or discomiort. All 
i ion cosmetically 
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citrant case in which other remedies had failed 


Case 1.—R. M., a white man aged 24, presented 
persistent scabies eruption of over four months’ duration. The 


of problems encountered. The first represents a recal- 


Data in 100 Cases in Which Hexachlorocyclohexane 
Was Used for Scabies 


Fall. Reac. 
Patients Condition Total One Two Three ures tions 
Chikiren Uncom, jicated 18 9 3 0 0 
Children Secondarily infectet 4 1 3 0 0 0 


member of a family contracts scabies, all others must 


The next case illustrates the fact that scabies should 
be suspected more often in private practice : 


The patient stated that her husband had been under the care 
of a professor of ical school 


| 
treated with this ointment. Thirtcen of these were wafd ' 
patients at City Hospital '°; 10 were seen in office prac- 
tice, and the remaining 77 were treated in the Vanderbilt nongreasy and nonstaiming to the clothes and bed linen. 
Clinic. Men, women and children, of all agés and 
several races, were included in the group. The eruption 7 a Oo Oe 
ranged from mild to severe with extensive secondary he following brief case histories illustrate the types 
infection. We included only cases with characteristic 
lesions, confirmed in most instances by demonstration : 
an sulfur ointment and one week later with 20 per cent benzyl 
1. Physical inspection was carefully made, including exam- benzoate emulsion, with little change in the rash or the symp- 
ination for Acarus . scabici. 
2. Without preliminary bathing, a thin film of the’ cream ee 
was rubbed into the entire cutaneous suriace of infants and 
from the neck to the sole of the foot in adults. The average ——S2:...wLSaSaj»qoyxyxyr» Ss 
adult required 15 to 25 Gm. per treatment. No. of Treatments 
138 3. The patient was requested to refrain from bathing or 
48 washing the hands for twenty-four hours. 
4. After the bath, he was directed to use fresh underwear 
and night clothes and to change the bed linen, seeing that all 
were well laundered before reuse. 
5. The patient was reexamined at the end of one week, 
(This allows ample time for hatching of any ova that might ; 
still be viable). tom complex. Following application of hexachlorocyclohexane 
6. Other members of the family were to be brought in at ‘Team. itching ceased within twenty-four hours, and when the 
the earliest possible moment for examination, and treatment if Patient was seen one week later all signs of activity had 
required. disappeared. 
Our patients were observed weekly until the eruption had The following cases illustrate the fact that when one 
entirely disappeared. If there were signs of activity or any 
considerable pruritus, the treatment was repeated. It was eee 
realized that pruritus was not an accurate indication of uncon- 
te taneously in order to avoid reinfestation : 
A habit pattern might have become established or acarophobia Cast 2—A white family, E. H. aged 39, H. H. aged 41, 
have intervened. However, the rapidity with which itching R. H. aged 13, C. H. aged 11 and J. H. aged 7, contracted 
was controlled in most cases led the authors to use this symp- the disease. R. H. had returned from a boys’ camp three 
tom as a retreatment index. months prior to examination with itching rash, and during the 
2 next two months all members of the family became similarly 
RESULTS affected. Acarus scabici was demonstrated. One week fol- 
lowing treatment, all were free of symptoms and signs of 
activity except C. H., who still showed a few excoriated 
papules on the wrists, with slight itching. (Acari were not 
found, although carefully searched for). A second application 
of the cream caused complete disappearance of the eruption and 
was seen in all cases after one application. Sixty-one, 
or nearly two thirds of those under observation, showed 
no signs of activity after a single treatment. Thirty-six 
were given two treatments, and 3 patients received three. Case 3.—Mrs. A. C., a woman aged 46, a private patient, 
was scen with an itching eruption of six months’ duration. 
sts ormed, mina 
when the ointment was rubbed in, but otherwise there ph 
were no evidences of immediate or subsequent reaction. Acarus scabiei was demonstrated in the wife, and a single 
application of hexachlorocyclohexane cream caused disappear- 
Hospital. in and similarly cured 
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The remaining case also illustrates the same — 
, in addition, suggests that severe 
cide: 


Case 4—L. B., a man aged 32, a private patient, 
plained of itching rash on the abdomen, more pronounced just 
below the ribs. (Two or three days later the wife 
His physician made a diagnosis 
benzy 


Four 


it 


F 


The 


i 
; 


TESTING OF PATIENTS FOR SENSITIVITY 
All patients were requested to return from one to 
two months after cure for patch tests to determine the 
development of sensitivity. patients com- 
in no 


end of forty-eight and seventy-two hours. All reactions 
were negative. 

Although no evidence of irritation was encountered in 
this series, it is realized that the possibility of sensitiz- 
ation to hexachlorocyclohexane or other ingredients of 
the cream must always exist. However, this toxicity 
potential is evidently low, and the development of hyper- 
sensitivity is rendered even more unlikely by the fact 
that the preparation is therapeutically effective on one 
or two applications in most cases and in our experience 
has never had to be used more than three times by any 


A small group of patients with pediculosis corporis 
and pubis were also treated with good results, but are 
not included in this report. 


SUMMARY AND CONCLUSIONS 

One hundred unselected patients with scabies were 
treated with a new preparation of the gamma isomer 
of hexachlorocyclohexane in a vanishing cream base, 
with 100 per cent cures. 

The remedy was effective in cases in which other 
preparations had failed. 

No cases of irritation or sensitivity occurred, either 
as primary or late manifestations. 

No contraindications were elicited, even in the 
— of severe itis. 

preparation was also successful in the treatment 

do cases in which it was tried. 


Quarterly pt of Medicine, April 1948. 
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TEMPERATURE COMPARED WITH RAT TEST FOR 


alteration in temperature which takes place i 
of ovulation has been come 
overcome the infertility Tompkins,’ 


All this literature may be summed up thus: A record of 
hody temperatures taken daily under standard conditions shows 
is relatively low during the first part of 

about the time that 


true that ovulation is indicated by the lowest temperature 
recorded. However, it is impossible to advise patients to 
intercourse temperature is. lowest, since it is 


Greulich’s* observations indicate that ovulation 
usually occurs after the temperature has passed its 
low point and has n its rise. His observations 
were based on histologic studies of corpora lutea which 
were removed at operations performed after the 
observed rise in body temperature. 

Buxton * reported one hundred and twenty-seven 
atypica conc t yi 
to predict the time of ovulation from knowledge of 
ter ture curve. 

Since these observers and others have been unable 
to agree that ovulation occurs at a definite point in 
the temperature curve, it would seem doubtful that 
any correlation exists henenmn time of ovulation and 
a definite point on the temperature curve. 

n 1946 1* ed a new method for the 
time of human ovulation. Results obtained by Murphy 
and me * indicated the practical value of this test in a 
study of 10 patients who conceived following the predic- 
tion of the day of ovulation. I shall report fifty addi- 
tional conceptions timed by the rat test in a forthcoming 
paper.* 

From t i 
of Anatomy and, Samuel S. Fels 
tat mae Douglas P. Murphy have been incorporated 

‘The Use of Basal Temperature Graphs in Deter 
of Ovulation, A. M.A. 698 (March 11) 1944. 
Ovdation Women Tr. Soc Stedy 


Phase, read at the Confer. 
ew York, Jan. 25, 1947. 
. SB:1 
Cone ‘Am. the. Pre 
34: 467, 1947. 


6. Prediction of the of 


PREDICTION OF HUMAN OVULATION 
A Study of Twenty-Seven Cases 
EDMOND J. FARRIS, Ph.D. 
Philedelphre 

The fact that the body temperature varies during the 

; | been known for many vears. The 
was prescribed. On the following day there was great improve- Nitely thereafter to a relatively high level, which is maintained 
ment in both the itching and the dermatitis. until the next menses, when the temperature drops abruptly. 

Tompkins ' stated : 

If the temperature shows a rise of 2 or 3 fifths of a degree, 
and if this rise corresponds with a similar rise in the previous 
menstrual month and is not due to illness, then it can be 
assumed that ovulation is occurring and that intercourse is 

es oa licited most likely to be fruitful. Intercourse more than once in 
positive reaction ehcited. he twenty-four hours is probably unnecessary. (It is supposedly 
One hundred and three untreated patients at City 
Hospital were given patch tests with the scabicide cream ee 
for primary irritation. Test sites were observed at the 
: impossible to determine in advance when the lowest point is 
reached. For this reason I have advised intercourse when the 
temperature shows a rapid rise.) ta 
Sodium Salicylate a Toxic Substance.— Sodium salicylate 
is widely used in the treatment of acute rheumatic fever and, : 
the more chronic forms of rheumatism. While there may be 
disagreement as to its precise value in the therapy of various 
rheumatic conditions, there is general agreement that it is a 
toxic substance giving rise to a variety of untoward and even 
alarming symptoms which may interfere with its administration. 
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illustrate the relative value of the two methods in 
the timing of ovulation. The day of ovulation was con- 
in each case by the occurrence of conception. 


MATERIALS AND METHODS 


rectum at the same hour each morning for a period 
This was done before the patient arose for 

reading was recorded immediately on 
occurrence of ovulation detected by the 
immature white rat to the urine of the 


2. 


; 
i 


The technic of the rat test is as follows: Two cubic centi- 
meters of urine which the patient passes on arising in the 
morning are injected subcutaneously into 2 immature female 
white rats of the Wistar strain. Each animal is killed with 
illuminating gas at the end of two hours. The abdomen is 
opened. The two ovaries are drawn, one at a time, into the 
wound, and the color of each is compared with the graded 
wl 
i 2 Ge 24 ape 
oe 
Ax 25 ape | 
"| ATi — 
—tese: = -— 
K.@. An Got! 25 


< 
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ure 
intercourse in the morning and in the eve. 

. “C.D.” marks the cycle day of 
A. ‘ial imsemimation by donor . 
indicates artificial insemination by an anonymous 
eyele days” indicates the average length of the menstrual cycles before 
comneeption occurred. 


control month tells 
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23 


: 


; 
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i 


rises required four or more days. The 
was abrupt in only 1 subject (K. D., fig. 1). 

The cycles averaged twenty-four to thirty-four days 
i Conceptions occurred on cycle days 9 to 


The present communication deals with a series of Twenty-three of the 27 women had their ovulation timed 
women in whom ovulation was timed by the rat test. ‘uring the month that conception occurred. The remaining 4, 
Each subject submitted a record of her basal body tem- "The & for 
perature taken during the months that the rat tests however, as to the probable date of ovulation. Sixteen of the 
were being performed. Evidence is presented in order women became pregnant by coitus and 9 by single inseminations 

Observations of 27 women were made. Basal body tempera- on 
tures were taken rectally. The thermometer was placed in the \/ 

~ 
oe 
wee 
am. 
rise in temperature. 
the shortest to ¢ 
of a The date of successful coi 
138 
48 
temperature: (1) 
the rise and (4) af 
che yerage 
length of menstrual cycle. 

Fig. Basal body temper is of $ women who conceived ™ 
rsc of success is wee . 

ovulation test. The base line the 
@ rat ovary reaction; “Gy” indicates a weak | 
way, W u a yete 
day of the “ie reaction. The points on the curve indicate imtercourse y - 
w 
ow 

shades of red of the Munsell color system. In the presence | 60a Gee shee 
of normal ovulation, the patient’s urine induces hyperemia in 
the ovaries of the rat on four or five consecutive days. Fig. 3.—Basal body temperature records of 4 women who conceived on 

The first month is utilized as a control. No attempt at con- _ “7 ~-y — drop. (Explanation of the symbols may be found in the 

ception is advised during this month, The Ey 
whether ovulation occurs, when it takes place in relation to 
the duration of the cycle and whether the reaction is normal __ The twenty-seven records presented in these figures 
or abnormal. There is strong evidence to indicate that the egg oh were 
is ready for fertilization on the last day of the reaction. required for the rising temperature — its highest 

During the following month, intercourse is advised or artificial point. The majority, or 59 per cent, o the temperature 
insemination is performed on the last day of the reaction, if the 
latter is normal. 

Intercourse is interdicted during each testing period, since 
the act affects adversely the color reaction. 
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17, inclusive. The time elapsing between ovulation and 
menses (postovulatory interval) during the months 
before the one in which conception occurred averaged 
fourteen and seven-tenths days, with a range of from 
eleven to seventeen days. 

Conception occurred before the rise in temperature 
in 10 cases (figs. | and 2). The actual day of ovulation 
as determined by the two hour rat test is indicated in 
the figures. 

The case of I’. W. (fig. 1) is typical. Her menstrual 
cycles averaged twenty-five days in length during the 
nine months before she conceived. Her temperature 
rose gradually from cycle days 10 to 25. The rat 
reaction indicated that her ovulation occurred on cycle 
Insemination on that day, with the sperm of 


perature change in this patient is difficult to interpret. 
It is assumed that the postovulatory interval of this 
patient during the month that she conceived would have 


++4+0+@+ + 
+ 

| al Hl Gee 27 
> 

an CO) & Gee 27 
000+++@ + 
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Fig. 4.--Basal body records women whe conceived! 
as their temperatures rose. The graphs are yw trom above down 
ward, from the shortest to the of 

successful coitus is indicated. 
may be found in the legend for figure «4 


Figure 3 gives the temperature records of 4 women 
who conceived as their temperatures were d , 
The records of the first 2 subjects are complete. The 
record of the third woman is incomplete. The record 
of the fourth patient (E. B.) might be considered abnor- 
mal in view of the fact that her temperature exceeded 
100 F. No explanation could be found for this unu- 
sually high temperature. The conception of this patient, 
which took place on cycle day 17, might be interpreted 
as having occurred either just before her temperature 
rose or while it was dropping. 

Figures 4 and 5 contain the records of 10 women who 
conceived as their temperatures rose. The records of 
5 of these women (C. B., H. R., W. M., D. T. and 
M. B.) are complete and conclusive. The records of 
the remaining 5 women are too incomplete to be con- 
clusive, but suggest that the rise in temperature and 
ovulation were synchronous. 

Figure 6 includes the records of 2 women who con- 
ceived after their temperatures had risen. The tempera- 
ture of subject R. D. rose during cycle days 6 to 10, 
inclusive. Her ion occurred on cycle day 12. 
The temperature of subject Hl. K. rose during days 8 
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to 10. She conceived on cycle day 12, aiter insemina- 
tion with the sperm of an anonymous donor. 

The record of patient J. S. (case 27) is included in 
figure 6 to demonstrate a temperature shift which took 


place during the course of an unusually long cycle. 
The cycles of this woman averaged thirty-nine days in 


$ 10 's »~ 3s 4 


seman? 


ate 

f 


ward, from the shortest to the average menstrual cycle length 
subject's coitus is indicated. (Explanation of 

the «ymbeols may be found in the legend for figure 1.) 


length, with a range of from thirty-eight to forty-five 
days. Her temperature rose over a period of four days 
between cycle days 36 and 40. C ion occurred 
on cycle day 34, which was two days before her tem- 
perature rose. 

The table summarizes the records of the 27 women, 
data for whom are detailed in the figures. It lists the 
cycle days during which the temperature rose from the 
low to the high point, the day of conception, the average 
length of the menstrual cycles before conception and 
the postovulatory interval. 

The groups are arranged as follows: Cases 1 to 10) 
(from figures 1 and 2) are those in which conception 


nA 


the rise in 


occurred before the temperature rise; cases 11 to 14 
(fig. 3) are those in which ion occurred on 
the temperature drop; cases 15 to 24 (figs. 4 and 5) 
are those in which conception occurred during the tem- 


A. M. A 
Gow 27 ays 
Wn 
an anonvinous donor, resulted in_ pregnancy 
| WM! & Gee 27 aps | 
oo 
lourt n length | | 
OT & Gee 1 
| MO Gee 
Fig. 5.-- Basal body temperature records of 5 women who conceive 
con 
+ 
Alt - 
| 
Fig. 6.—Basal bady temperature records of 3 women who conceived. 
The first 2 women conceived after HE their temperatures. The 
ovulation (conception) date is indicated as determined by the rat ovula. 
tion test. The third subject (J. S.) conceived before her temperature rose. 
This record is listed separately because of the unusual length of the 
menstrual cycles, which ow ~ from thirty-eight to forty-five days and 
averaged thirty-nine days. (Explanation of the symbols may be found in 
the legend for figure 1.) 


iss 
Numere 8 


perature rise, and cases 25 and 26 (fig. 6) are those 
in which “poe occurred after the temperature rise. 
Png. gh were unusually long cycles, ranging 
to forty-five days in length, with an 
thirty-nine days. The data in this case are 
listed separately. 
COM MENT 


Forty-one per cent of the twenty-seven conceptions 
occurred before there was any change in basal 
temperature ; 7 per cent took place after the rise. Fit- 
teen per cent occurred as the temperature dropped ; 37 
per cent occurred during the rise. The latter two 


percentages are subject to question, as four of the 
these records. 
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ing from patient to patient. From this study, therefore, 
it is concluded that the c i 
the basal body temperature 
means for predicting the day of ovulation. 


SUMMARY AND CONCLUSIONS 

In 27 patients who conceived, the ovulation date was 
determined by the rat ovulation test and compared with 
the basal body temperature record. 

At least 41 per cent of the conceptions took place 
before there was any change in temperature. Thirty- 
seven per cent were interpreted as occurring as the 

ture was rising; 15 per cent of the subjects 
conceived when their temperatures were at the lowest 
woe and in’7 per cent conception took place after 
the rise. 


Summary of Data 


Identification A 
Cyck Days Length of Post 
Figure Case of Tempera ¢ Ovulatory 
No. No. ture Rise tion Day Cycle Remarks 
1 i 15-19 13 conception before rise 
2 wn 25 cone ption before 
415 il 2 Abrupt rise in temperature; before rise 
‘4 3.17 Conception before rise 
12-15 ub Coltus twice on cyele day 11; conception before rise 
1619 Coltus twice on cycle day 9; a second rise possible between cycle days 9 and 11; 
conception before rise . 
7 Ine.t 26 on eyele day 11; obvious conception before rise 
Ine.t 1s Probable conception before rise 
2 7 Coneeption before rise 
13-19 18 u n Conception occurring on temperature drop 
iz 11-19 b A.1.; coneeption occurring on drop 
Temperat in occurring on temperature drop 
ure drop 
4 Ine.t 12-14 same day conception occurring during tempera- 
ure rise 
lo 7 interpreted as conception during temperature rise 
12-16 13 during temperature rise 
Is Ine.t 12-14 2 x interpreted as conception during temperature rise 
Ine.t 10-11 interpreted as conception during temperature rise 
6 » 10 during temperature rise 
2 1214 n Conception occurring during temperature rise 
2 12 wb Coitus twice same day; conception occurring during temperature rise 
(oneeption occurring during temperature rise 
12 Conception occurring after temperature rise 
2s 6 Conception occurring after temperature rise 
M Unusual eyele, conerption occurring before temperature rise 
Average 124 


* AX. is artificial insemination, anonymous donor. 


In some cases there red a rise in ten 
followed by a drop and subsequent rise. 
double shifts oa it becomes difficult, if not impossible. 
ag ee the time of ovulation on the basis of hasal 

temperature. 
rises in temperature were gradual in practically 
all instances, requiring several days for their comple- 
tion. The shift from the low to the high point, in the 
ey y of cases, averaged only 1 degree, with a range 
of 3/5 to 1 2/5 degrees. 

These observations indicate that the changes in basal 
body temperature in most instances are of such a nature 
that they do not permit an accurate timing of ovulation. 
It is accepted generally that ovulation is impending 
when the temperature is at its lowest t, rather than 
during its rise, which is rather va In this inves- 


ture, 


tigation at least 48 per cent of the conceptions took 
place before or after the change in temperature. From 

this fact alone it would appear that, in spite of a 
oh Tn a consistent temperature pattern is lack- 


Ine. is ineomplete temperature record. 


Al. i* artificial insemination. 


Two to fifteen days were required for the tempera- 
ture change to be completed. An average of four and 
five-tenths days was required for the temperature to 
rise from its lowest to its highest point. 

The average temperature shift from the low to the 
high point was 1 degree, with a range of from 3/5 to 
1 2/5 degrees. 

Conceptions occurred on cycle days 9 to 17, in cycles 
which averaged twenty-four to thirty-four days in 
length. Eighty-five per cent of the ions occurred 
between cycle days 10 to 14, inclusive. The postovula- 
tory intervals in the months prior to the one in which 
conception took place averaged fourteen and seven- 
tenths days, with a range from eleven to seventeen days. 

The use of the basal body temperature as a method 
for detecting the time of ovulation may serve as an 
aid in the treatment of infertility in women in about 
45 per cent of the cases. It is not a satisfactory method 
for detecting the day of ovulation of all patients. 
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The term “chemosu was coined to designate a 
developed method 7 a the treatment of cancer. 

The most important feature of the method is the technic 
by which thorough microscopic control of excision may 
be attained. This microscopic control makes possible, in 
effect, the selective destruction of cancer with the re- 


cessible regions of the body because the procedure is 
carried out in stages. 

The development of the method, both in the labora- 
tory ' and in the clinic,? has been described as has been 
the application of the method in the treatment of cancer 
of the lip, nose,* ear,® eyelid,*® face,? extremities and 
trunk.* Te present article concerns the chemosurgical 
treatment of cancer of the skin except for the orificial 
cancers affecting the lips, vulva, penis and anus. The 
therapeutic results in a consecutive series of 814 cases 
in which the patients were observed for a period of three 
years or more are presented. 

TECH NIC 

In the chemosurgical treatment of cancer of the skin, 
the microscopic control of excision is accomplished by 
means of a process consisting of the following steps: 
(1) chemical fixation in situ of the tissues suspected of 
being cancerous by means of a S containing zinc 
chloride, (2) excision of a layer of the fixed tissue, (3) 
location of the cancerous areas by systematic micro- 
scopic examination of the excised tissues, (4) further 
chemical treatment limited to the areas demonstrated to 
be cancerous and (5) repetition of the process until the 
cancer, including all its irregular extensions, has been 
entirely excised. 

To illustrate the way in which the chemosurgical 
technic is carried out, there will be described the chemo- 
— excision of a cancer of the temple (fig. 1A). 

The lesion was first noticed seven years previously as a small, 
crusted ulcer on the left temple just lateral to the evebrow. The 
patient had received no treatment except for the application of a 
caustic plaster by a “cancer quack.” The lesion consisted of an 
irregular, indurated mass 4 cm. in diameter. The neoplasm pro- 
truded slightly but the main mass appeared to be below the level 
of the skin. It was fixed to the underlying bone and there was 

the, Deyartment ofS R. Schmidt, chief, State of 
Hospital andthe McArdle Memorial atory for 


n Medical School 
1. Mohs, F. E., and Guyer, M. F.. Pre. Excisional Fixa 
in the Treatment of Cancer im 


ion of Tissues 
Rats, Research fan.) 1941. 
2. Mohs, unger? : icroscopically C led Method of 
Cancer Excision, Surg. 1941. 
3. Mohs, F. E.: Chemosurgical Treatment of Cancer of the 
Microscopically Controlled Method of Excision, Arch. 48:478 


b . F. E.: Chemosurgical Treatment of Cancer of the Ear: A 
Microscopically Controlled Method of Excision, Surgery 21:005 (May) 


1947. 
6. Mohs, F. E.: Treatment of Cancer of the Eyelid: A 
of Excision, Arch. Dermat. & Syph. 
Chemosurgical Treatment of Cancer of the Extremities 
and Tran "A Mocroseprcall Controlled Method of Excision, Arch. Surg., 


paste captains Gm. of stibnite (80 mesh sieve), 10 
Ge of powdered 36.5 of a saturated solution of zinc 


“ontr 


CHEMOSURGICAL TREATMENT—MOHS M.A. 


an extension into the lateral part of the upper eyelid. The cen- 
tral part of the lesion was ulcerated. 
After preparation with 0.03 Gm. of codeine aml! 0.65 Gm. of 
loroacetic 


tolytic chemical served to render the surface keratin permeable to 
the zinc chloride. The first application of the zinc chloride fixa- 
tive ® was made in a depth of approximately 2 mm. The applied 
material was covered with a thin layer of cotton, and this in turn 


1.4, basal cell carcinoma of group D (average diameter 3 or more 

ears previously, the ulcerated mass had continued to 

cilarge though treat with caustic a + 7° The neoplasm was excised 
t 


mM SIX Microscopic controlled stages (fig. 2). 
ef he fter separation of the final layer fined 
tissue. even of bane Gane he on edge C, healed 


lesion. The patient is free of cancer after ten years. 


On the next day a layer of tissue approximately 5 mm. thick 
was excised with a scalpel. Since the incision was carried through 
fixed tissue there was no pain or bleeding from this procedure. 
After the excision of this layer, the cancer was grossly visible as 
a white friable tissue. Therefore microscopic visualization was 
unnecessary at this stage and the fixative was reapplied to the 
entire area. A frozen section revealed the neoplasm to be a highly 
invasive basal cell carcinoma. The following day another layer of 
tissue was excised and again the entire area was seen to be can- 
cerous by gross examination. Consequently, the fixative was 
again applied to the entire area. 

On the third day, however, it was impossible to determine by 
gross examination how much of the lesion contained cancer. 
Therefore, the entire excised layer was divided into four speci- 
mens of convenient size. Frozen sections were immediately cut 
through the under surface of each of these specimens so that 
the entire area could be subjected to systematic microscopic ex- 
amination. To aid in orientation, the edges of the specimens were 
marked with india ink and with merbromin, which coloring ma- 
terials were retained throughout the procedure by which the 
tissues were frozen, cut, stained, cleared and mounted, The loca- 
tions from which the specimens were removed were marked on 
the lesion with merbromin, the red color of which stood out well 
against the white fixed tissue. A map also was drawn on a pad 
of paper. By scanning the microscopic sections it was found that 
almost the entire area was cancerous (fig. 24). The fixative 
paste was reapplied to all but the small area at the lower edge, 
which was demonstrated to be free of cancer. 

On the next two days, the procedure was repeated and the 
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spread to maintain a moisture-tight closure. The dressing was 
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suliant dual advantages of unprecedented reliability and | aa 
conservatism. The use of the method is limited to ac- r 
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2D). Each application of the fixative was limited to the areas 
demonstrated to be cancerous. The most deeply situated portion 
of the cancer involved the periosteum of the bone of the orbital 
rim (fig. 2, C and D). Thus, the more deeply situated portions 
of the cancer were followed microscopically for four days after 
the cancer tissue became indiscernible to the naked eve. The 


2.-M show mg locations of 
rogen 


Ge custate of 


superficial. 

with petrolatum gauze for seven days, 
after which interval the final —— of fixed tissue was removed, 
revealing granulation tissue except in the region where the bone 
was exposed (fig. 18). Another two weeks elapsed before the 
fixed bone separated, and the lesion was healed when the patient 


skin (fig. 1C). The patient was free of cancer after ten years. 
As reported in the articles on the chemosurgical treat- 
ment of cancer in various locations, the time required 
for ion of the final layer of fixed tissue varies 
ing to the tissues involved. Thus, while separation 

of the fixed tissue from most regions of the face requires 
about seven days, the period is only three days for the 
eyelids, four days for the lower lip and as much as ten 
days for the hack. the thicker the dermis. 
On or separation of the fixed 


sls orn A not bleed during separation of the 
fixed tissue. If there seems to be some likelihood that 
bleeding will occur, it is wise to place a suture-ligature 
around the vessel during the period of separation. 

The amount of analgesic medication required for the 
control of the pain during the period of penetration of 
the fixative varies with the size and location of the lesion. 
Small lesions may be treated without the use of anal- 
gesics, but patients with large lesions in sensitive areas 
may require analgesics as potent as morphine. 

or the technical details of the chemosurgical treat- 
ment of cancer in various anatomic sites, the reader is 
referred to previously published articles. 


THERAPEUTIC RESULTS IN CASES OF BASAL 
CELL CARCINOMA OF THE SKIN 
A total of 555 patients with basal cell carcinoma of the 
skin were chemosurgically treated during the eight year 
period ending Aug. 31, 1944. The extent of the lesions 
varied from early to extremely advanced and many 
would ordinarily be classed as inoperable. Over one third 
of the cancers were recurrent after previous surgical, 
radiation or caustic treatment. was no instance of 


metastasis. 
Three Year Five Year End Results ——The 555 
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terminate group includes (1) the cases of patients who 
died of intercurrent disease without evidence of recur- 
rence and (2) from observation 


living with cancer) and (2) the cases of patients in 
whom successful results were obtained (the patients who 
remained free of cancer for a period of three years or 
more). In the 458 cases of basal cell carcinoma in 
determinate group the rate of cure after three years or 
more was 97.4 per cent (table 1). 


Taste 1.—End Results for Basal Cell Carcinoma of the Skin 
after Periods of Three Y cars and Five ¥ cars.* 


Three Five 
Vear Year 
Period 


Perical 
Total number of cases ches $55 398 
87 
out recurrence ............. 19 20 


results 
Patients dead, cancer present at time 
Patients lost from observation with 


it 


number of cases 
ful results divided by total number 
rminate cases (446+ 458) 
Five year end results 
Total number of cases with success- 
ful results divided fed by total number 
of determinate cases (2804 291). 


97.4 


the eer: group, and f . 
t yous rom June 
w 944, for the five-year group 


In the five year period there was a total of 398 cases 
of basal cell carcinoma of the skin. The rate of cure in 
the 291 cases in the determinate group was 96.2 per cent 


(table 1). 

E ffect of Size of Lesion on Prognosis.—The 458 basal 
cell carcinomas in the determinate group in the three 
year period were placed in four groups according to the 
size of the primary lesion as measured at the initial ex- 
amination of the lesion (table 2). The lesions in group A 
had an average diameter under 1 cm., group B, 1 to 2 
cm., group C, 2 to 3 cm., and D, 3 cm. or more (figs 
1, 3 and 4). 

As was to be expected, the prognosis was, to some 
extent, influenced by the size of the lesion (table 2). 
Thus, of the 393 lesions in groups A, B and C, there 
were only 3 unsuccessful results, while in the 65 patients 
with lesions in group D dune were 9 unsuccessfully 
treated lesions. However, extensiveness per se is not a 
contraindicatory factor for the chemosurgical treatment 
of basal cell carcinoma of the skin unless the neoplasm 
has extended into some vital structure, such as the brain 
or vessels such as the carotid artery or jugular 
vein. A number of patients with extremely advanced 
carcinomas were chemosurgically treated, and in most 


; MacComb, W. S., and Blady, J. V.: Cancer of the 


.. Martin, H. 
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ee of (1) the cases of patients in whom unsuccessful re- 
sults were obtained (the patients who died of cancer, 
| who were lost from observation with cancer or who are 
section 
microscopic control made it possible to be radical in the excision 
of the anterior part of the lesion where the cancer extended 
deeply and to be conservative in the excision of the posterior 
Total number 97 107 
Determmate group 
returned for a checkup one month later. The final scar was soft, 
smooth, pliable and almost the same color as the surrounding , 
0 
otal number ; 12 il 
Successful results 
Patients free from cancer for three 
years or more 446 
Patients free from cancer for five - 
more 2 
48 
962 
Hemorrhage is not a problem except when one is cll carly and advanced, previousie and 
working in the region of the large vessels, such as the = "ecurrent, 26. 
common carotid or the vein. Arteries such to Aug. 31 
terminate” and “determinate” groups, according to the ee 


566 


of these successful results were obtained. However, in 
some, treatment was discontinued because of invasion 
through the skull into vital portions of the brain (3 
patients) ; some signed their release (2 patients), while 


some had carcinomas which were found to be too ad- 
vanced to justify e removal in consideration of 
the patients’ age and poor general condition 


(7 patients). 


3.— A, basal cell noma of er D. The lesion had begun twenty 
y am of The treatment with caustics 


roentgen . Although 
abnormal area and some 


topically controlled excisions. FB, 
the final layer of fixed tissue. C, 
after four one half years. 


granulation tissue following separation 
lesion. The patient is free of cancer 


Effect of Previous Treatment on Prognosis.—In the 
58 cases in the determinate group in which basal cell 
carcinomas were chemosurgically excised, 155 of the 
lesions (33.6 per cent) had previously been unsuccess- 
fully treated by surgical operation, roentgen rays, radium 
or caustics, either alone or in combination. Although it 


Tame 2.—L fect of Size of Basal Cell Carcinoma on Prognosis. 


Average Number Successful Results 
Group m. i 
167 1 
‘ 1.2 158 4 
2-3 68 
3 or more 65 86.1 


patients with recurrent lesions, the rate 
appreciably lower than the rate of cure of 
for the 355 cases in which the patients 
The dy f 
adverse effect of previous treatment on 
is due mainly to the delay occasioned by the ine a 
fact that 93.5 per cent of wr ge 
with recurrent cancers were successfully treated by the 
chemosurgical method indicates that this method is par- 
ticularly valuable for recurrent lesions. 
Effect of Degree of Invasiveness on Prognosis.— 
there is no formal division of basal cell carcinoma 


167 
187 
56 
446 
was possible to salvage 145 (93.5 per -) of the 
99 
had 
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into of mali it is to designate 
their tvasivenes “high” or “low.” ” The histo- 
rance of the highly invasive type is charac- 
terized xy slender, poorly demarcated groups of carci- 
noma cells with an indefinite demarcation between them 
and the copious connective tissue stroma. In contrast, 
carcinoma with a low degree of invasiveness is composed 
of large, rounded clumps of basal cells, well demarcated 
from the surrounding poe id meager connective tissue 
stroma. Clinically, the highly invasive type is apt to show 
the erosion, ulceration and deep induration which are 
characteristic of the rodent bm (illustrated by figs. 1, 
3 and 4), while the lesion of low invasiveness is apt to 
show the well defined outgrowing masses characteristic 
of the nodular type of basal cell carcinoma. Intergrada- 
tions between these two distinct types are common. 


Fig. 4A and B, basal cell carcinoma, group D. The lesion was of seven 
years duration and had repeatedly twenty treatments with 
tion and four treatments with radium 


twelve m i by the 

r technic. C, granulation tissue after separation the final 

layer of fixed tissue showing how m more extensive the was 
than could r the ex 


ermined at the initial qnaminstion. In parti 

tensions into the forehead and were not foreseen. 

lesion. The uninvolved inferior border of the ogtan was preserved for 
plastic reconstruction. The patient is free of cancer after 


five years. 
In the 458 cases in the determinate group, 305 (66.6 
cent) were classified as highly invasive. In the cases 
in this group the rate of cure was 96.4 per cent. In con- 
trast, in the 153 cases in which the carcinoma had a low 
degree of invasiveness, the rate of cure was 100 per cent. 
However, these figures are not to be taken to indicate 
that the chemosurgical technic is less strongly indicated 
in highly invasive lesions. Quite the opposite, the highly 
invasive recurrent, trou lesion is a prime indica- 
tion for the chemosurgical technic because the micro- 
scopic control makes it possible to follow out each of 
hese 
ott 


<>, 
é ‘ | i 
: 
| 
GisceTnibic OY gross 
aqgncenty normal tissues 
+ by means of three micro 4 
4 
aeraney. ulceration, crusting and indefinite induration, but the exact extent 
of t asm was dificult to determine. The highly invasive basal cell 


Effect of Site of Origin of Basal Cell Carcinomas on 
Prognosis.—The site of origin of basal cell carcinoma 
has some influence on the prognosis (table 3). The 222 


Taste 3.—Effect of Site of Origin of Basal Cell 
Carcinoma on Prognosis. 


Number Percentage 
3 
and trunk 15 15 100 
66 61 924 
ace and head 207 4 100 
ee 133 1 97.7 


lesions affecting the extremities, trunk, face and head 
were all successfully treated. The rates of cure for car- 
cinoma affecting the ear, eyelid and nose were less than 
the foregoing largely because of the greater likelihood 
that the neoplasm would invade deeply into openings 
such as the ear canal, the orbit and the nasal cavity. 
Nevertheless, it is in these locations where complicated 
patterns of extension are apt to occur that chemosurgical 
treatment is particularly indicated. 


THERAPEUTIC RESULTS IN CASES OF SYUAMOUS 
CELL CARCINOMA OF THE SKIN 


A total of 259 squamous cell carcinomas of the skin 
were chemosurgically excised in the eight year period 
ending three years prior to this writing. 

End Results After Three Years and Five Y ears.—The 
end results were calculated by the same means as were 
used in the section on basal cell carcinoma. In the three 
year period, successful results were obtained in 85.6 per 
cent of 222 cases in the determinate group (table 4). In 
the five year period, successful results were obtained in 
84.4 per cent of 136 cases in the determinate group 
(table 4). 


Taste 4.—/ind Results for Squamous Cell Carcinoma of the 
Skin after Periods of Three Years and Five ears.* 


Five 
Vear 


time of death 28 » 
lost from omervation we ° 


1 
Patients living with cancer 0 
otal n » 21 
Successful results 
from cancer for three 
Putiente re from cancer for five 


years or more 15 


ful results divided by total 
of determinate cases aise) 136) 


rom 2 ug 
year Tele be. 1936 to Aug. 31, 1944 for the five 

year 


Effect of Size of Lesion on Proguosis.—The squam- 
ous OS carcinomas were divided into four groups ac- 


cording to size: A, under 1 cm. in average diameter 
(he. 5); B, 1 to 2 cm. (figs. 6 and 7); C, 2 to 3 em. 
D, over 3 cm. 
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and B was extremely high (100 per cent and 95.1 per 
cent respectively ) while in patients with lesions in group 
Cée asdeacd to 86.6 per cent and in group 
D to 607 per cent 7 5). The main reason for the 
adverse influence of large size on prognosis was the 
greater incidence of metastasis associated with the large 
lesions. Thus, this complication was the cause of an un- 
successful result in 21 patients in whom the primary 
lesion was eradicated. In only 11 cases was it not feasible 
to eradicate the primary lesion. In the latter » the 
cause of failure was the involvement of vital portions 


Fig. of group A, Canter 


cm.). 
rowth w +a gi wo microscopically controlled stages the chemo 
technic. granulation tissue after ceppration of the 
fi tissue. C, ‘healed les ion. The patient was free of 
five years later. 


of the brain in 2 cases, involvement of the large vessels 
of the neck in 1 case and such and extensive in- 
volvement in the remaining 8 cases that complete re- 
moval was not justifiable because of poor general health, 
advanced age or the presence of metastasis. 


TABLE Effect of Sicse of Squamous Cell 
Carcinoma on Proqnosis. 


Average Successful Results 

Group Cm. Lesions Number Percentage 
Under 1 50 100 

1.2 81 77 95.1 

26 R66 

or more 61 37 (0.7 

All groups , 222 190 85.6 


While pratients with large lesions have a distinctly 
poorer isis, it is not to be inferred that large size, 
m itself, is a contraindicatory factor as far as chemo- 
surgical treatment is A considerable number 
of lesions which were incurable by ordinary su land 
radiation treatment were successfully treated by the 
chemosurgical method because of the facility with which 
the ramifying radicles of the advanced carcinoma could 
he followed out. 

Effect of Previous Treatment on Prognosis.—In the 
222 cases of squamous cell carcinoma in the determinate 
group in the three year period, 63 lesions (28.4 per cent ) 
had recurred after previous unsuccessful treatment by 
surgical, radiation or caustic therapy. While it was pos- 
sible to salvage 68.3 per cent of this group of recurrent 
lesions, this rate of cure was considerably the rate 
of 92.5 per cent attained by the chemosurgical treatment 
of the 150 previously untreated lesions. 

The adverse influence of previous treatment on prog- 
nosis is largely due to the delay occasioned by the use of 
the unsuccessful treatments. This delay increases the 
chance of metastasis and the possibility of invasion of 
vital structures in some cases, while in others the lesion 
becomes too extensive for eradication of the neoplasm 
to be considered a contrai ory factor as far as 


: | rk | 
Three 
lotal number of «cases 259 179 
Patients dead from other causes with 
«out recurrence 35 41 
Patients lost from observation with 
out recurrence 2 2 
tie Total number 37 43 
ermimate group 
Total 222 
Unsuccessful results 
Three year end 
Total number of cases with success 
ful results divided by total number 
of determinate cases (1904 222) 85.6 
Five year end results 
Total number of cases with success 
er 
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chemosurgical treatment is concerned. Indeed, the most 
definite indication for chemosurgical treatment may be 
the lesion which has resisted other forms of therapy. 
of Histologic og Malignancy on Prog- 
—Classification of the squamous cell carci- 


af 


Fig. 6. A, squa meus carclaema, “group RB. The cancer which had a 
grade of malignancy of 4, was removed in three microscopically controlled 
stages by the chemosurgical technic. B, healed lesion. The patient was free 
of cancer after «ix years. 


nomas of the skin on the basis of Broders’ four grades 
of malignancy revealed a strong correlation between 
histologic structure and ey wend (table 6). The higher 
proportion of unsuccessful results associated with carci- 


Trae 6.—Epeet of Histologre Grade of Malignancy of 


Squamous Cell Carcinoma on Proqnonis. 

Number Successful Result~ 
of 
Lesions umber 
1 69 67 
97 ao 88.7 
3 50 72 


nomas with a higher grade of malignancy is due to the 
greater incidence of metastasis and the greater likeli- 
hood of invasion of vital structures exhibited by these 
lesions. A carcinoma which has a high degree of malig- 
nancy but which has not yet invaded a vital structure or 
metastasized has virtually the same prognosis when 
treated by the chemosurgical technic as a lesion of a 
lower grade of malignancy. Inasmuch as lesions with the 
higher grade of malignancy are much more apt to send 
out irregular, infiltrating extensions into the surround- 
ing tissue, the micr control afforded by the chemo- 


surgical technic is particularly advantageous in the treat- 
ment of these lesions. 


The 
of fixed tissue. C, healed patient is free of cancer after 
years. 

ect of Site of Origin re nog Cell Carcinoma 
the the had only a minor 
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(table 7). The lowest rate was for carcinoma of the ear, 
which is explained by the relatively high proportion of 
metastasis from lesions in this region and by the prox- 
imity to vital structures the invasion of which can render 
impossible a successful result. The next lowest rate of 
cure was for squamous cell carcinoma of the extremities 
and trunk. The low rate in this category is explained 
by the fact that a large proportion of these lesions af- 


fected the hand and fingers, which sites are not 
unfavorable due to the high incidence of sae 
Taste 7.—Effect of Site of Origin of Squamous Cell 
Carcinoma on Prognosis. 


of 
Location Lesions Number 
“a4 35 
7 


structures. 

Effect of Metastasis on Prognosis.—In cases of 
squamous cell carcinoma of the skin, the most serious 

erminate group in the three t were 
32 in which unsuccessful sends wae obtained, and in 
27 (84.4 per cent) of these metastases occurred. Also in- 
dicative of the serious prognostic influence of metastasis 

was the fact that of the 29 patients in whom metastasis 
was present, only 2 (7 per cent) were successfully 
treated, whereas in the group of 193 patients without 
metastasis, 188 (97.4 per cent ) were successfully treated. 
In the 27 patients in whom unsuccessful results were 
obtained due to the presence of metastasis, the primary 


lesion had been chemosu ly eradicated in every case 
as far as could be determined when the patient was last 
seen. 


In 18 cases, resection of the metastatic nodes was 
attempted by members of the surgical staff, but in on 
1 was a successful result obtained. One successful 
also was obtained by the chemosurgical excision of a 
metastatic nodule in the inner canthal ry 
to a carcinoma on the nose. In a number of these cases, 
the nodes were conceded to be i but were re- 


sected for the of palliation. Several patients 
were given palhative roentgen therapy without notice- 
able benefit. 


In several patients whose cases are included in this 
series the primary lesion was chemosurgically excised in 
the presence of inoperable metastases for the purpose of 
palliation. 

COMMENT 

The unprecedented reliability of the chemosurgical 
treatment of cancer is indicated by comparison with 
statistical results from other centers for cancer treat- 
ment. One of the best series, with respect to both statis- 
tical Pe gd and also excellent therapeutic results, is 

Magnussen,'' who reported on the results ob- 
tained j in a series of 1,343 cases with the highly developed 
radiologic, surgical and electrosurgical technics 
at Radiumhemmet in Stockholm, Sweden. From his 
protocols it was determined that his three year rate of 
cure for carcinoma of the skin was 88 per cent in the 
three year period. In the present series of 814 cases, of 
which 680 were in the determinate group, the rate of 
cure was 93.6 per cent. This record was attained despite 


11. Magnussen, A. H. W.: Skin Cancer: A Clinical Study with 
Reference to Radium Treatment, Acta radiol., 1955, supp. 22, p. 1. 
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Vo.ume 
Numece 
the fact that a higher proportion of my cases were in 
the groups of the larger-sized lesions and despite the 
fact that more of my patients previous! had been un- 
fom the treated. — series is that 
rom t n Radium Hospital as ed 
in ame three year period of 80 per cent. Another statisti- 
cally a te series is that reported by Warren, Sim- 
mons and Rea! from the Huntington Hospital in Bos- 
ton; they reported a rate of cure of 76 per cent in the 
five year . The rate of cure in the present series 
of 5 cases in the five year period is 93.8 per cent. Some 
excellent results have been reported in the treatment of 


as, for ex- 
ample, the series of Elliot and Welton." , such 


series are made up, for the most part, of relatively small 
lesions, whereas the present series includes the cases of 
a large number of patients whom the dermatologist ordi- 
narily would refer to a surgeon and it even includes a 
considerable number which ordinarily would be con- 


The reliability attained by the chemosurgical method 
does not depend on an excessively radical a . 
— the ite ; the method is conservative since only 

the actual level of carcinomatous in- 

vasion at any given point need be removed. In effect, the 

method, by virtue of the microscopic con- 

trol, provides a =, means for the destruction of 

cancer tissue, although, of course, the fixative chemical 
itself has no selective action.’ 

The reason why mi control of excision is 
necessary for the attainment of maximum reliability and 
conservatism is the great irregularity and unpredict- 
ability of the outlines of most skin. 
This is particularly true of the more advanced and 
recurrent lesions, but it may also be true in the smaller 
lesions which have not received previous treatment. 
Frequently, there are found irregular outgrowths of 
cancer in tissues such as the perineurium, periost 
perichondrium, lymphatics and ic fusion 
planes. Most of these are not initially de- 
monstrable, even by most careful clinical examination, 
and it is only by the systematic microscopic control of 
the chemosurgical technic that each of these extensions 
can be accurately followed out and eradicated. 


Another advantage of the chemosurgical method is 
the virtual absence of operative mortality. This feature 
is particularly important in view of the advanced age 
and poor health of a large number of the patients with 
cancer of the skin. The 1 operative death in this series 


the brain in the temporal region. 

A disadvantage of the chemosurgical method is that 
a certain amount of training and experience with the 
method is essential for the most favorable results. Es- 
sential, also, is a special clinic with facilities for the 
preparation of frozen sections and with the services of 
technical assistants trained in the handling of the speci- 
mens of fixed tissue.’* I believe that the microtechnical 
breindh should be done in or near the chemosurgical clinic, 


cutis, Am © Cancer 36:179 (June) 1939. 
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because the sections should be examined by the operator 
himself. Another disadvantage is that in the treatment of 
extensive lesions, the technic is somewhat laborious and 
time-consuming for the operator and somewhat painful 
for the patient. However, these disadvantages are of 
small consequence in consideration of the fact that most 
of these advanced lesions would not be cured by any 
other means. 


The fact that the chemosurgical method is useful in 
the treatment of a number of other accessible forms of 
cancer besides cancer of the skin and the fact that it is 


precancerous 
ulcers, certain forms of infection and 

."* make it evident that the method has a rather 
wide field of application. Therefore, it would seem to he 
justifiable to recommend the of chemo- 
surgical clinics in each large center of population. 


It might be well to mention that zinc chloride, the 
fixative used in the chemosurgical technic, has been used 
for over a hundred years in the treatment of cancer. It 
was used mostly by quacks and irregular practitioners, 
and there was never any thought of microscopic control. 
It cannot be too strongly emphasized that the micro- 
scopic control is the only unique and by far the most 
important feature of the chemosurgical method. With- 
out this control, the use of chemicals for the destruction 
of cancer is ely without justification. A large 
proportion of the slender outgrowths from the main 
tumor mass are completely invisible to the naked eye, so 
that, without microscopic control, the treatment of can- 
cer by caustic chemicals would be unreliable and ex- 
cessively mutilating. 

SUMMARY AND CONCLUSIONS 

The chemosurgical technic as used in the mi i 
cally controlled excision of cancer of the skin is de. 
scribed and the therapeutic results in a series of 814 
cases are analyzed. 

The reliability of the method is indicated by the un- 
usually high proportion of successful results. Thus, for 
basal cell carcinoma, successful results were attained in 
97.4 per cent of the 458 determinative cases observed for 
three years or more and in 96.2 per cent of 291 cases 
observed for five years or more. For squamous cell car- 
cinoma, the rate of cure was 85.6 per cent for the 222 
cases in the three year period and 84.4 per cent for the 
136 cases in the five year group. These results were 
attained despite the fact that many of the cancers were 
far advanced and over one third had recurred after 
previous surgical, radiation or caustic treatment. 

The method is conservative, since only 1 or 2 mm. of 
beyond the point of actual carcinoma- 


The reliability of the method is due to the microscopic 
control which makes it possible to follow out the irregu- 
lar and unpredictable extensions from the main tumor 
mass. The conservatism is also a result of the micro- 
scopic control, because this control makes it possible to 
extent of the cancer 


There was only ; death attributable to 
surgical procedure in this series of 814 cases. 


the chemo- 


and Schmidt, E. R.: 
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icable to noncancerous con- 
| inoperable. 
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occurred after an attempt to remove a squamous cell 
carcinoma which extensively invaded the meninges and 
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OVERTREATMENT DERMATITIS IN 
DERMATITIS VENENATA DUE TO PLANTS 


G. 8. UNDERWOOD, M.D., end tL. EDWARD GAUL, M.D. 
Evensville, ind. 


sense and gives rise to 
iple sensory stimuli. A person at an outing may win 
all the prizes, but that night he can be pacing the floor, 
so mentally harassed that he calls out for relief from 
symptoms of dermatitis due to plants. The itching and 
burning can so torment him that he is not responsible for 
his actions. Patients thus afflicted will apply remedy 
after remedy, blindly groping for relief. In view of this 
panic-like state which may seize persons with acute 
cutaneous symptoms, it is their privilege that saaelie 
for the skin in the family medicine chest and purchased 
ype be reasonably safe. Evidence will be presented 
t many of these remedies are not safe, some of them 
dangerous to use. In our series of 202 cases of dermatitis 
venenata due to plants, 152 patients had applied a 
remedy or remedies that caused acute complications, 
and certain chemicals in these changed acute dermatitis 
into chronic. An era of advanced therapeutics is marred 


pation treatments which caused 75 per cent 


these patients to be improperly and unwisely man- 


5 treatment patch test * was used routinely in 
this investigation. Each patient was asked to bring in 
the remedies that he had used. Checking over the bags, 
baskets, satchels and boxes laden with preparations for 
the skin proved to us the urgent need for a renaissance 
in dermatologic therapeutics. The entire gamut of 
vehicles was jumbled together : tinctures, lotions, creams, 

‘ders and salves. The colors of the chemicals trans- 
ormed the skin into cop my as if it had been 
ared for an Indian war dance. A barbarous custom 


of the medicaments had all but disinte- 
— Often the st had lost their threads, were 
rchment shells or had become soft and pitted, 
their sition products admixed with the prepara- 
tion. Some of the tinctures showed a slimy flocculation. 
The lotions looked like old white shoe polish bottles and 
smelled of phenol. A few were marked inflammable. One 
bottle, when the stopper which the chemicals had 
cemented into place was pried loose, popped, and the 
contents, looking angry and menacing, spurted forth. 
After this ex from the 
side first. powders were over everything. Some 
were caked or lumpy; others had attacked the sifti 
holes or plugged them up. The salves were 
green, blue, pink, red, brown, black or yellow. They 
slithered around in the jars or tins with Re usual outside 
smearing. Their consistency was variable; some were 
uniform, others granulated, speckled or marbleized. The 
ingredients did not affect glass, but the tin containers 
and plastic tops were honeycombed, pitted and discolored. 
No flies were seen; these ointments were too potent. 
One foul salve was more than twenty years old. The 
patient, spoke warmly of its healing 
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ed. She 
was shocked at the patch test reaction to this “healing 
balm.” People will save salves treasures 
and use them over and over ite of their age 
and state of decomposition. The conclusion from ex- 
amining these assortments of dermatol remedies 

was that their ingredients were highly active chemicals 
with irreversible t ing until something 
was affected or destroyed. We saw their disastrous 
effects in the cases of dermatitis venenata due to plants. 


CLINICAL DATA ON THE CASES OF DERMATITIS 
VENENATA DUE TO PLANTS 


to a new tin each time the old one disintegrat 


females ; 13 in the seventh, 5 males and 8 females ; and 
in the eighth, 3 males and 2 females. ery 
of the patients were over 10 years old. 
DISTRIBUTION OF PATIENTS BY SEX AND OCCUPATION 
Excluding children under 10, of the 76 males, 12 
were farmers and of the 95 females, 69 were housewives. 


The American home in this locality i is a major cause of 
cutaneous disease, especially for the f . The in- 
cidence of dermatitis acquired in the 
grasses, trees, shrubs, flowers, and 


quired inside the house cleaners, 
polishes, insecticides, shoes, ching and the family 
medicine chest. Only 9 per cent of t 

their dermatitis to ——— pursuits, which places 
dermatitis venenata due to plants 1n a class of dermatoses 

accidentally while performing some necessary 


INCIDENCE OF ATOPY AND DERMATITIS VENENATA 
There were 90 patients to whom dermatitis venenata 
due to plants was a new experience ; 24 of these were 
children. One hundred and twelve patients had had 
ious attacks. A ae history of atopy was obtained 
in 3 cases and a history in 5 cases. These data 
are in accord with those of Zisserman* and Knowles 
and co-workers.* 


EXPOSURE AND ETIOLOGY 
One hundred and forty-two patients associated a 
time and place with their attack of dermatitis venenata. 
Some of them knew the particular plant. In 60 cases 
the time and place of exposure were unknown, and of 
the CO patients 16 were children. The rural patients 
frequent Hy spoke of “dew poisoning.” Dew as it falls is 
innocuous but it is reasonable to expect that saturation 
of a plant at various stages of maturity will affect the 
adhesiveness, perhaps the capes of the irritant and 
ide a more penetrating exposure. 

A. Types of Dermatoses on Plants Responsible.— 
1. The primary lesions were streaked and the etiology 
was confirmed by finding the Rhus in the collections of 

plants. There were only 40 cases in this grou 
2. The primary lesions in this group were discrete and 
crusted, numbering from one to many. Clinically, they 
igo contagiosa or ecthyma lagnosis was 
pi ody fall or touch sores. The 20 patients, 12 of 


of Oe Susceptibility to Poison Ivy Dermatitis, J. Allergy 
H. B. Persons 
rt to “Ton 


Acute cutaneous symptoms can cause a psychic upset 
to the same degree as that observed when other organs 
of the body become ill, perhaps even more so, because 
DISTRIBUTION OF PATIENTS BY SEX AND DECADE 

There were 31 patients in the first decade, 13 males 

and 18 females; 32 in the second, 10 males and 22 

females ; 41 in the third, 17 males and 24 females ; 36 in 

the fourth, 21 males and 15 females; 16 in the fifth, 


whom were children, were observed during the seeding 
time of the grasses, varticularly crab grass. Patch tests 


with crab grass reproduced the primary lesion. Tests. at. 


a later date were negative in result, and it seems that 
at a certain stage of maturity, the grass causes reaction, 
whereas before or after this time the irritant has been 
changed or is no longer present. 

3. These lesions were diffuse and resembled neuro- 
dermatitis. Distributed among 29 cases were seven re- 
actions to dog fennel, two to Indian mallow, three to 
tumble grass, two to hollyhock, ten to ragweed, three 
to goldenrod and two to horse nettle. Patch tests gave 
characteristic flaring reactions, indicating a high degree 
of sensitization. The symptoms in this group were the 
most severe. In the remaining 113 cases the etiology was 
not determined. This does not mean that reactions were 
not obtained, but they failed to reproduce the primary 
lesion and were thus considered secondary contributors. 
If the causative plant was tested, the behavior of its 
reaction pattern diagnostic ; the selective speci- 
ficity was remarkable. This explains why persons will 
be in contact with plants for weeks or months, but when 
the plant to which they are sensitive matures, then their 
dermatitis appears. (There were 142 cases in this 
group. ) 

B. Detection of Plants a. —The plant oleo- 
resin extracts * were purchased for contact testing. In 

ite of an obvious clinical diagnosis, the reactions in 
the first 6 cases were negative to all the extracts. Gradu- 
ally, reactions appeared to Rhus and sumac. The twenty- 
third and fourth patients reacted so violently, the entire 
back a bullous dermatitis, that these extracts had to be 
removed from the test series. A total of 83 patients were 
tested with consistent negative results. We had to con- 
clude that the extracts were of little diagnostic value. 
To prove this further, another series of 92 patients were 
tested with the dog fennel extract compared to the fresh 
plant : blossom, leaf and stem. A few patients reacted to 
the leaf and -_ a all reacted to blossom, — 
permits classifying this plant as a primary irritant. It 
grows abundantly, especially in farm yards. All tests to 
the dog fennel extract were negative in result. Reluc- 
tantly, we n had to furnish paper bags for a friend 
or relative Ta tient to collect the fresh plants from 
the known or ble area of exposure. 


ACUTE CUTANEOUS AND SYSTEMIC 
COMPLICATIONS FROM DERMATOLOGIC 
CHEMICALS 

Deeply intrenched in the minds of people is the fear of 
infection. This specter haunts most channels of public 
information. The dictum is preached that a break in the 
skin permits the invasion of pathogenic organisms unless 
an antiseptic is applied forthwith. Laymen do not differ- 
entiate an incised wound from the breaking up of the 
protective barriers of the skin by contactants. The — 
is that all cutaneous signs, irrespective of etiology and 
even symptoms, are touched up with antiseptics. The 
chemist and bacteriologist have supplied reams of data 
on the test tube performances of the myriads of anti- 
septics, but their toxicity—their incubation period on 
normal and abnormal skin—has been over . often 
wrongly interpreted as infection. As a result, all the 
mercurial antiseptics at least need reconsideration. 

A. THE PRIMARY CUTANEOUS OVERTREATMENT REACTION 

1. History.—The history was always the same 
the overtreated patients. Cutaneous symptoms 
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after an exposure to some plant. Itching and burni 
given the “once over” with an antiseptic ; and as the 
signs appeared, treatment was started in earnest. If a 
proprietary is said to help itching or to heal, people will 
use it for any skin condition that itches of any sign they 
wish to heal. A review of the indications of the remedies 
brought in for past-treatment patch testing disclosed 
that few of them were advised for dermatitis. venenata 
due to = In their choice of remedies, these patients 
were guided by hearsay evidence and pharmacologic 
definitions on labels. A preparation was placed in high 
public esteem if it was antiseptic, germicidal, anti- 
pruritic, soothing and healing: “Nothing could beat a 
five in one job.” One patient with the help of his wife 
carried in a bushel of remedies for the skin. Ten 
of them belonged to relatives and friends who knew 
from personal experience the salve that would get rid 
of the trouble. 

2. Location —The area of skin most frequently in- 
volved by a plant contactant became the eventual site of 
the primary overtreatment reaction ; namely, the hand, 
forearm, legs, feet, face and neck. 

3. Duration—Dermatitis due to plants is of short 
duration ; hours to one or several days. The overtreat- 
ment reaction was always two weeks, commonly three or 
four weeks and sometimes several months. 

4. Symptoms.—Seizures of violent itching are ob- 
served from plant contactants. The symptoms from over- 
treatment are commonly mild or often absent. The area 
of skin seems stunned, as if its innervation were cut off. 
The systemic - oms, however, take precedent. These 
patients describes themselves as upset. They had not 
slept the way they should, their appetites were poor 
and their sluggish. were 
and apprehensive about the condition of their 

5. Signs.—The area of involved skin suggests a local 
shocklike state. It is frequently cool to palpation, especi- 
ally in the early stages. Edema is t th 
the erythema indolent as if the capillaries had lost their 

ers of constriction. Vesiculation masses the area 
and is closely packed. Bullae are common and some 
is the rule. In the later stages, pustules 
appear and are a cardinal sign of overtreatment. Zoni 
was present to varying degrees in many of the cases. "k 
central zone was made up of edema, erythema, vesicles 
and bullae with or without some hemorrhage. An inter- 
mediate zone showed little reaction, and a peri 
zone was characterized mainly by closely packed vesicles. 

6. Incubation Period —This is the unknown and 
probably the most significant factor in our knowledge 
of the chemistry, pharmacology, dosage and clinical in- 
dications of cutaneous therapeutic chemicals. Toxicity 
from drugs given orally and parenterally is 
looked for; physicians have been on the alert, but toxi- 
city from dermatologic chemicals has been for the most 
part unrecognized or called something else. 

(a) Simple Therapeutic Chemicals : Simple thera- 
peutic chemicals were encountered most commonly 
among the mercurial antiseptics. The incubation period 
followed a sequence and was conditioned by the number 
of exposures, the duration of the exposure and the 
chemical formula of the therapeutic agent. The deter- 
minate factor was the integrity of the i and barriers 
of the skin; namely ~ PH, lipid and the horny 
mantel. To illustrate the importance of these oe 
82 postoperative patients were given patch tests * with 


Dr. Paul Crimm to test 40 from 
6. We vere suited patients 
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in han to six different mercurial antiseptics. The patients 
had been exposed to “merthiolate” at least once and 
some of them two or three times. They never had had 
any -_ dt trouble and the surgical incisions healed 
promptly. All patch tests were negative in result. When 
the protective barriers had been broken up by a plant 
irritant, the application of “merthiolate” to this injured 
skin induced the primary overtreatment reaction and 
systemic signs of sensitization. Patch tests performed 
on 187 patients showed that 66 of them had become 
sensitive, an incidence of 35 per cent. The time factor of 
the incubation period varied from hours to several days 
or a week or longer. The history of the patients with a 
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the splitting off of the mercury in “merthiolate” or they 
may reflect mercurial exposures from amalgam fillings 
or past treatments. The single ring of “merthiolate” vay 
have conditioned the reactions to thiosalicylic acid w 
were grouped with “merthiolate” seventeen 
times and the tincture four times. We are unable to 
explain the single reactions. Perhaps, a history of all 
therapeutic chemical exposures in these patients, oral, 
renteral and topical, might disclose an explanation. 
bn believe that dermatologic chemicals having a 


are good penetrants and y 
be 


The reactions to ethy! ani always disclosed 

a present treatment contact s chemical ranks with 
“merthiolate” in sensitizing powers. An opportunity was 
to perform ing pee tests with a 


immediate up—less than twenty-four hours—on 1 per cent, in 6 cases of sensitivity to ethyl 
applying “merthiolate” to the area affected by dermatitis pa voce ond after the local and systemic signs becan 
ee nts, and their reactions to patch to subside. The tests were done on the flexor surface «f 
S appeared , hours to one day. The history in the forearm. In 4 cases a flare response of the entire 
or or more flexor surface of the arm appeared. In the remaining 2 
Taste 1.—The Incidence Patch Test Reactions to Chemicals 
F G 
Chen cal< “Merthiolate,” Ammoniated “Mercresin™ “Metaphen™ 
SHg Ce He siete Hig Ot 
COONs COOH LOOM, 
Nitty Hyon 
Percent 0.1 0.1 0.1 0.1 0.1 
Vehicle aqueous aqueous aleohol alcoho! petrolatum petrolatum alcohol 
Number tested 202 187 46 58 a 18 15 6 
Single reactions 7) 12 4 1 
Group reactions 
A. 47 B. 54 ..D.21 B16 F. 15 Go 
B. 23 A. 23 A. 0 A. 9 A 9 A. 12 A.6 a2 
Cc. 10 B. 14 B. 17 B. 13 B. 11 B.6 B.4 
D. 9 D. 17 D. 4 Cc. 4 Cc. 3 Cc. 4 c.2 c.2 
E. 9 E. 13 E. 3 E. 7 D. 7 D. 2 D.1 D1 
F. 12 F.11 F. 4 F. 2 F. 0 E. 0 E.2 E.2 
G. 6 G. 6 G. 2 G1 G. 2 G1 Fi F.2 
H. 2 H. 4 H. 2 H. 1 H. 2 H. 2 “1.3 G3 


—revealed past exposures of normal skin to “merthio- 
late.” insect bites and trivial traumas. The = 
affected by 


positive and. are, if “merthiolate” “was 
reapplied to the area of flare-up. There was evidence in 
these cases that the incubation period at the site of ex- 
posure to “merthiolate” was reflected in the time for the 
patch tests to become positive in result ; the the 
incubation period the greater the likelihood of delayed 
reactions in patch tests. The appearance of pustules 
after exposure to “merthiolate” almost permits predict- 
ing a positive reaction in a patch test. 

The incidence of reactions to therapeutic chemicals in 
exposure ratio, w ns why it 

ane incidence of reactions. It seems that 


presen 
procaine group of local anesthetics, the sensitivi 
benzoyl. 


plus. 
ing of sensitization through the skin by way of 
ial nerve or vascular structures. 
: Cutaneous 


to the 
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short incubation period revealed past exposures to 

“merthiolate,” especially for treatment of previous at- 

tacks of dermatitis contact. These patients noted an 
cases, flare reactions about 4 cm. in diameter were 
observed. At the point of injection, a ring of erythema 

dermatitis did not produce a flare-up for a week or tion. The duration of the sensitivity to ethyl amino- 

more. Patch tests before the flare-up were usually nega- benzoate is not known, but it is possible that the wide 

a use of this chemical on the skin can predispose to violent 
systemic reactions when procaine might be used as a 

Among the patients reacting to ammoniated mercury, 

6, by chance, were observed with a faint erythema 
spreading peripherally from the site of treatment. The 
diameters varied from 4 to 18 cm. Patch tests on the 
arm elicited a reaction of about 1 plus, but in the area 
of erythema it was 4 plus. Several days later the reaction 
on the 
spread 

this chemical carries two sensitizing factors; the mer- the su 

cury ion and the single ring structure. The reactions» —~ 

to mercuric bichloride were probably conditioned by 4 ics, J. Invest. Dermat 
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the eo toxicity would be better than } 
tion. Ammoniated mercury produced single 
reactions but with mercuric chloride and 
“merthiolate” to a sufficient degree to prompt common 
ion participation. 

While reactions to “mercresin” (am 
tricresols and ort ydroxyphenylmercuric ch ~ | 
and nitro mersol (“metaphen”) are insignificant ; 
believe, if their incidence of exposure a that a 
“merthiolate,” these antiseptics would behave similarly. 
The degree of dilution of the mercurial makes little 
difference because, as the repetition and duration of the 
cutaneous exposure increase, the likelihood of sensitiza- 
tion also increase. It is common to obtain reactions to 
mercury in dilutions of 1 :1,000,000. The group reactions 
would suggest that one chemical in sensitizing the skin 


high specifici 
clusions of Rostenberg and Kanof * and interestingly 


adds emphasis to the “cutaneous memory” observations 
of Sulzberger.’ If the memory of the skin for treatment 
chemicals is ever analyzed, the renaissance in derma- 
tology will come about almost over night. Many text- 
hooks will become historical references. It is clear, also, 
that the tendency of manufacturers to copy formulas is 
causing a “cross firing” to occur on, the skin. The 
chemical in one formula 


tion reaction. The latter is blamed, but in reality the 
former is the real culprit. . 

These data are in sage > ne with previous investiga- 
tions in this field. skin simple 
chemicals which on fulfilment of the incubation require- 
ments caused sensitization in some of the cases. It is, we 
believe, highly significant that the chemicals studied: 

“orthoform,” “mesothan” '' (methoxymethyl salicy- 
late), phenylhydrazine," dinit- 
rochlorobenzene,"* trinitrophenol and butesin,’* were all 
single ring compounds. Adding emphasis are the 
investigations that the sensitizing substance in Rhus is 
also a single ring .” From our data, we con- 
clude that the repetition and duration of exposure to 
certain therapeutic chemicals will cause the incidence of 
generalized sensitization to increase. A present flaw in 
dermatology is the treatment of dermatitis caused by a 
chemica! contactant with therapeutic chemicals having 
— irritating or sensitizing powers. 


A... and Kanof, 
“Dermat. @: 201 
Dermatologic Allergy, Springfield, IL, Charles 
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possible to identify the latter, they 
proprietary devoid of all identification 
admonition, “Rub into the affected area as often as 
it was one, sometimes two and 
chemicals in the proprietary that caused 
suillame. These chemicals had a flare-up of 
the dermatitis and, as often as not, the prescription 
contained the same ‘chemicals. This abuse is widespread 
and is comparable to prescribing a laxative containing 
phenolphthalein to a patient having a Tamang masse 
dermatitis. \n observation which has become almost a 
therapeutic law with us is that if a particular remedy 
seemed to help at first, the continued use of it will sooner 
or later cause an exacerbation of the dermatitis. The 
overtreated patients with recurrent attacks of dermati- 
tis due to ts pointed out in their collections 
preparation after preparation which for the first attack 
worked wonders but when used for a second attack 
made the dermatitis worse. The period of time that the 
remedy was credited as helping was also the incubation 
time for certain chemicals in the formula. When the 
latter was satisfied, the next exposure produced a sen- 
sitization reaction. The f ing statement presupposes 
that the dermatitis venenata involved the same area of 
skin at the time of the second attack. Pages of the 
following example could be cited. 

A patient had dermatitis venenata involving the forearms 
two years ago. “Mazon” a combination of phenolic substances 
and organic mercury c. was applied and the dermatitis promptly 
cleared. This year the patient had another attack; again the 
forearms were involved. “Mazon” was used for one week, when 
suddenly the dermatitis flared. The exposure 2 years ago met 
the incubation requirements of the mercury salicylate in 


7. Etiology : The past treatment patch test investigations 
have brought out the critical importance of the 

ective barriers of the skin. A chemical outside these 

riers has its toxic properties in a different category 
than when inside where it can affect living tissue. The 
evidence in the cases of overtreatment offers little 
support for the concept that these patients were allergic, 
had an idiosyncrasy or were hypersensitive. The pri 
mary overtreatment reaction was basically a onaiiedin: 
tion of the toxicity of certain therapeutic chemicals. 
From our data, the chemicals in table 2, are unsafe for 
self treatment of dermatitis venenata due to plants. 


8. Care and Management.—The cases of dermatitis 
venenata due to plants were not observed at the time of 
exposure to the plant irritant. The properly treated 
patients were seen one to three days, even a week after 
their exposure, and the eenvadi a treated patients a 
week to several weeks or months. ore, it seemed 
foolish to do ag Rage at the plant irritant. It 
had already struck. observed the symptoms which 
relayed the location os warned the patient of danger. 
We noted the signs—edema, erythema, vesicles, bullae 
and weeping—measures which the skin takes to prevent 
absorption and dissemination to neutralize and eject the 
irritant. The control of symptoms in these cases pre- 
sented no problem. We told the patients to scratch as 
often and as much as they desired. Many of them heaved 
a sigh of relief and quizzically countered, “I am glad 
= said that because | couldn't help doing it anyway.” 


have never observed a skin which we could prove 
had been injured scratching or a dermatitis that had 
been made worse by scratching. 


lesions appeared grossly infected. They 
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predisposes a reaction to other related chemicals. The 
chemicals producing reactions in patch tests always had 
an immediate past or present therapeutic contact. This 
same chemical in another formula initiates the sensitiza- 
\ 
138 
48 
Reactions to past-treatment patch tests were obtained to 
62 proprictaries and 226 prescriptions. When it was 
on Sensitization of 
Ant with Sim mca! Compounds, J. Exper. Med. @18: 643, 
1935. Weirofl, N. S.. and Dolgofl, A. P.. cited by Sulsberger® Sule 
berger, M. B., and Baer, K. L.: Sensitization to -_— hemicals: 
Ll. Relationship. Between Chemical Structure and Properties and 
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swarmed with the usual skin bacterial flora. Where the 


bacteria flourished, many different antiseptics had been 
and were residi "The 
the living skin 

man 


Taste 2.—Chemicals U for Self Treatment of 
Dermatitis Venenata Due to Plants* 


: Tars and Metallic Plant 
Derivatives Compounds Products Alcohol 
aminobensoate..24 Copper sulfate. Echinacea, dehyde... 3 
4 “Mereresin”’ . . .10 


reactions, & ann at ingredients were 
ries rate 
oxidation of produce a 


a negative one. The 


(1) yy = phase.—The drainage phase was en- 
couraged saline compresses or poultices (boiled 
oatmeal or cream of wheat). The drainage was most 
profuse in the central zone, and in this healing 
appeared first. As the pustules finished draining, bleed- 
=< — occurred in their bases which soon formed dry 

ealing was now rapid in and around the old 
pastes. Drainage was promoted twelve to twenty-four 
Then the affected area was bathed with water 

and — with cotton. If ag} = a 
, poultices were again applied, and thi 

ro was continued until the area remained dry. 

(2) Drying phase.—The peripheral area where the 
uninvolved meets the involved skin takes the longest to 
heal. Frequently minute appear before the 

covered with cotton, which has a ager action, 


this is enhanced by leaving in place scabs, crusts = 
scales. When a and have proceeded 
far enough exfoliation appears ; the cotton pro- 


pe... ) Erythema of involution.—After exfoliation a 
faint erythema usually persists several weeks or even a 
month. The appearance throughout this area of pinpoint 
vesicles and pustules has been a constant observation. 
We interpret these signs as the regeneration stage of 
the ducts of the cutaneous glands. Dermatitis naturally 
disrupts the duct system, and the secretions of the 
cutaneous glands play an important part in freeing the 
skin of irritants. It is a rule in medicine that obstruction 
of free drainage leads to formation of pus and that the 
removal of the obstruction causes the former to resolve. 
skin. 
(b.) Generalized Dermatitis: Patients with gener 
alized dermatitis were directed to a 
and socks, to be boi 


2 of oatmeal or cream of wheat boiled to make a 
which served to free the skin of irritants and 


suspected an oxidation of staction product with salicylic 
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promote drainage. Often a colloidal clay lotion was 
— to satisfy the “put something on it impulse.” 
skin was kept incased in cotton until exfoliation 
itted. A diet high in 
hourly feeding for those 


occurred. Scratching was 
calories was advocated, wit 


me patent with severe symptoms. We have found that a 
ull stomach controls cutaneous symptoms better than 
sedatives or antipruritics. The routine laboratory exam- 
inations often showed a need for iron which was 
prescribed for the patients. 


The success in 


am 1.—Cresol patenieation, with the primary overtreatment reaction 
chin and the secondary manifestation, toxic or sensitization ids. 
and 


has instilled into us a deep respect for the heali 
tive powers of the skin, a remarkable ability to 
recover from the severest of insults. Opening the 
pajamas, peering under the gloves, socks and dressings 
taught us the value of splinting the skin, the immobiliza- 
tion of it in the healing process. To us, scabs, dried 
crusts and scales are natural splints, and these were not 
molested, nor were pustules or bullae opened. We believe 
that an error has long been made of giving a dermato- 
> remedy credit instead of recognizing the inherent 
healing capacity of the skin. 
B. SECONDARY MANIFESTATIONS OF THE PRIMARY 
OVERTREATMENT REACTION 
1. Toxic or Sensitization “Ids.”—The ids were ob- 
served at either of two stages of the primary tg 
ment reaction, the drainage phase or the dryi 
Sudden and intense pruritus generalized in p ar 
usually preceded their appearance. The atopic skin areas 
seemed especially predisposed. They a »peared as showers 


of vesicles ; some were evanescent, whereas others were 
more persistent with associated erythema which soon 
oa into a patchy dermatitis. palms and soles 


reactions to past treatment patch tests 
each case displayed a flare type. A skin with an id 


¢ 
Tars, decolorized..14 curic iodide.. 3 
Pheny Imercune 
nitrate...... 6 
* The number after cach chemical indicates the number of patients that 
showed positive reaction in patch tests. It seems incredible that plant 
extracts w 
Two pre 
Negative. 
sensitizer. 
Proprietaric 
time. We suspect that ageing produced a sensitizer in them. ‘ ‘ 
§ This chemical was in the proprietaries which were essentially Whit é . 
held’s ointment. The jetary elicited a positive reaction but the ai, 
separate ing 
and dried. A bath was taken to which had been added seated. The toxic ids were observed in 39 ~~ The 
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C. GENERALIZED DERMATITIS 

The 29 patients having generalized dermatitis were 
classic examples of the toxicity of dermatologic rem- 
edies. They had converted a simple dermatitis venenata 
due to plants into a a overtreatment reaction 
which caused seizures of generalized itching. These 
patients erroneously believed that the dermatitis was 
spreading and took measures to prevent it. Often the 
same remedy was applied over the entire skin that had 
caused the overtreatment reaction. It is obvious 
that this group accounted for the 9 patients hospitalized 
ant the severity of the dermatitis but because 
of the severity of the symptoms. Chemicals 
ae allay itching reversed themselves and caused intense 

ing. 


b t elicited positive reactions in pa tch 

tests in 7 cases; one of more of the mecrcuriale in 6 
cases ; grindelia in 6 cases; a proprietary contai 
tannic acid in 3 cases, butesin picrate in 2 cases, 
dibucaine hydrochloride in 2 cases. A generalized fol- 
licular gangrene followed the application of copper 

case. (This last patient stated that she read in Reader’s 
Digest * ‘that fungi can spread over the whole body,” and 
she knew that the itching was due to the al biti 
her so she added a solution of formaldehyde to the ba bath 
which she had read would kill fungi. ) 
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comment, “You know I’m very nervous.” When they 
were asked whether their nervous systems had been 
examined or tested there followed a puzzled expression 
and the answer, “No.” It seems incredible that these 
guessed at “nerve diagnoses” are on the increase just 
when the “too much acid” di are on the decrease. 
in t patients disappeared 
w t therapeutic chemical contactants 
were removed and the skin was given a chance to resume 
its normal functions. 


E. ADVERSE REACTIONS FROM RHUS EXTRACTS 

Among the i y treated patients were 24 who 
had received one to four injections of various brands of 
of the dermatitis. Of these, only 9 clinical evidence 
of Rhus dermatitis ; in 6 a weed or grass was the cause 
and in 9 the offender was unknown. Apparently these 
“shots” are given hit or miss for any or all dermatoses 
that itch during the summer. Instead of relieving 


symptoms and involuting the dermatitis, the injections 
intensified the symptoms and made the dermatitis worse. 
Eight patients complained of severe generalized itching ; 


of the giant type in 1 case. In 
1 patient a universal erythrodermia developed with 
subsequent exfoliation. Seven patients noted a gener- 
alized patch dermatitis. Four patients showed a derma- 


Fig. 3.—The cause of residual dermatitis, daubing. 


D. NEUROLOGIC MANIFESTATIONS 

Overlooked or not appreciated is the fact that the skin 
stimuli are integrated with the body economy. Cutaneous 
vent of signs cause a 
ic response exactly like a throbbing tooth, an 
te ear, a pain in the chest or abdomen. Among the 
50 patients with plant dermatitis properly cared for, 
there was a minimum of worry; but among the 152 
improperly cared for, there were indications of psychic 
upsets. rae of dermatitis, especially near the 
eyes, the s rance of lesions all over the body, 
or aggravation of the initial dermatitis struck fear and 
panic into these patients with resulting disruption of 
their normal living, sleeping, eating, pleasures and 
habits. The specter of overwhelming infection or some 
fatal disease hung over their thoughts, and when relief 
was not forthcoming—their family physician was baffled 
—they sank deeper and deeper into abject misery and 
nervous exhaustion. In this series 63 patients inter- 


titis at previous sites of plant dermatitis and a profuse 
weeping at the present site. Aside from this group, there 
were 8 patients who had had injections of Rhus in 
ious seasons. One of these had received a total of 
orty treatments ; yet no protection was afforded. 
1946, we received leaflets 
describing the indications for thirteen different brands 
of Rhus extracts. In addition, we saw many advertise- 
ments in medical journals urging their use and extolling 
their specificity. A review of the leaflets brought out the 
range of confusion of dosage and time of administration. 
While such pieces of advertising are usually so up to 
date that adn be investigations are referred to, the 
references in these leaflets were for the most part ten or 
more years old. Only one leaflet mentioned an unfavor- 
report, in spite of the fact that Krause and 
Weidman, Templeton, ** Zisserman and Birch, 


17. L., and Weidman, F Ivy : Preventive 

Untow Reactions reatment 
for Venenata, Arch. y “ont 
i 


10: vg 


19. 


: 
+ 
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Simon and Lotspeich, *° Shelmire, ** Sompayrac ** and 
Howell * found these extracts of no or questionable 
value. We do not use such extracts, consider them 
dangerous and believe additional studies are required to 
prove their value and lack of toxicity. Stevens *' stated 
that the treatment of the acute with ivy extracts 
should be discouraged because the condition of 
patients is made worse and there is no satisfactory evi- 
dence that any are helped. 


CHRONIC CUTANEOUS COMPLICATIONS FROM 
DERMATOLOGIC REMEDIES 


An intergral part of our dermat histories 
concerns past and of the skin to 
ic chemicals. The of patients who have 


the onset of dermatitis during or after a period 


Fig. 5.—Histologic structure of keratosis when about three weeks old. 


of hospitalization are on the increase. Tracing such 
exposures to antiseptics, particularly a and 
traumatic cases, may reveal the cause of the dermatitis 
or explain an exacerbation. Another common observa- 
tion is the onset of dermatitis following trivial scratches, 
cuts or burns. A review of the chemicals applied may 
explain an acute, chronic or recurrent dermatitis. These 
etiologic factors are frequently overlooked and the re- 
sulting dermatitis diagnosed as something | else. 


20. Simon 


and Lotsperch Observation on Sensitivity to 
Invest Dermat, 2: 143, 


i. uation of for Prevention of Ivy 
Dermatitis, Arch. Dermat. & Syph. 48: 33. (Oct. 1943. 
Poison ivy Extracts, J. A. M. A. 


24. 
127: 912, (April 2) 1945. 
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‘both legs, lower third, 8 cases ; both hands, 2 cases ; 


577 


A. FURUNCULOSIS 
To allay concern on the part of patients with a severe 
overtreatment reaction, y those with 
oa He zed dermatitis from therapeutic chemicals, they 
are told to expect crops of furuncles. There were 16 
patients on whom they developed after the primary 
overtreatment reaction had involuted. Another 7 had 
them after their a. dermatitis had subsided. 
The furuncles suddenly, drained within 
promptly. 


appeared 
twenty-four hours when poulticed and healed 


patients with acute plant dermatitis, | 

that the site of their chronic was 

the site of dermatitis venenata due to whe 
ologic 


all of whom were in the fourth to sixth decades of li 
The duration varied from one to seven years. 
location was the lower third of the right leg, 14 cases 


forearm, 2 cases; neck, 2 cases; ears, 1 case, and the 
lower third of the left leg, 2 cases. 


i 24 cases, 
proprietaries containing decolorized tars 8 cases, mathe 
salicylate 8 cases, pine tar 6 cases, juniper tar 5 cases 
and resorcinol 3 


cases. 
Report or a Typicat Case.—A. B., a white man aged 43, a 


feet and legs To him the itching and little water blisters warned 
of a fungous infection. There were many remedies at the corner 
drug store, so the fungus killing was started. After four or five 
of these had been tried with the dermatitis getting steadily worse, 
physicians were visited one after another. Over a period of one 
year, fifteen were consulted, of whom four were dermatologists. 
Roentgen therapy had been used to tolerance. Coinciding with 
and Conrad, A. H., Jr.: Tattoo 


25. Weiss, R. S.; H. 
Arch. Dermat. & 48 650, (April) 1941. 


= 
| 5 x ong 
Fig. 6.—The histologic structure of a keratosis about six weeks old. 
. We interpreted them as excretory reactions, the re- 
came : establishing of the glandular functions of the skin. 
B. PIGMENTATION 
: Three patients had irregular, brownish black blotches 
of pigmentation which appeared after use of a remedy 
containing ferric chloride for plant dermatitis. The dis- 
138 colorations were located on the right leg, thigh and 
42 forearm respectively. Weiss and co-workers * reviewed 
— the literature, recording 11 cases, and recommended that 
iron salts should not be used in the treatment of derma- 
- titis venenata due to plants. 
C. RESIDUAL DERMATITIS 
ee a The residual dermatitis was recognized when ob- 
“8 ‘ served in 31 patients. It was disconcerting to view these 
to learn 
iginally 
hich fol- 
4 : not get 
| ae | . P well as it should.” There were 20 women and 11 men, 
The past-treatment patch tests elicited itive 
mine electrician, purc a home m country where t 
family budget could be supplemented by garden and dairy pro- 
duce. During the late summer he acquired a dermatitis of the 
‘oison Ivy Therapy, J. Allergy 22: 252, 1941. 
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Safe for Skin! 


"Write for Generous Samole 
FOR ITCHING AND IRRITATED SKIN mevieves 


Now 
aad Grootly Weoting Time 


te 


for this relief... 


= 


PROOF! Actea!l Photographs Show | 
Remarbabic Senclits of 


in 


Reeve h 


wea! 


TESTIMONIALS 


Cae One of ine Canes 


Fig. 7.—The advertiser's appeal for treatment of symptoms. 


occurred. This time the thighs, hands and forearms also were ing.” The 
involved. Patch tests with suspected plants showed dogfennel latter cost this patient over $3,000. Patch tests 
patient on moving to country acquired a dermatitis Kera OSES 
venenata which he wrongly diagnosed and thus wrongly treated. Tere ered he forearms in 
were observed orearms Cases 
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LESIONS | 
SEVERE CAST of The Spot” 
wees, ' = 
os Hecolorizec sev $ to a month or more to an acute 
ing, sixty-two different remedies, some of which are shown in overtreatment reaction. As the latter subside, tumors measuring 
figure 3, which portrays the treatment received, namely “daub- 4 to 6 mm. in diameter were observed at the probable sites of 


138 DERMATITIS—UNDERWOOD AND GAUL $79 
old pustules. Early in the development they were soft to pal- not satisfactory, he relies on the advice of relatives or friends 
pation but on aging became firm. The entire surface showed a who make advocate absurd treatments. 
fine scaling. After tar therapy was stopped, they disappeared Persons who mistreat their skin are blameless. They are victims 
slowly, requiring one to two months. Th® clinical appearance of of false and mi i tion as were persons several 
the keratoses is shown in figure 4. The lesions were about three decades ago who swallowed various potions to cure their miser- 
weeks old and their histology is shown in figure 5. The change _ies. Knowledge about the care of the skin is so backward that. 
that takes place with aging is shown in figure 6. This section ‘ it countenances attempts to tan the skin in the living state with 
was obtained from another case; the lesions were about six chemicals disguised as 
weeks old B. THE TREATMENT OF SYMPTOMS 
E. DERMATITIS PEDIS If one can read or hear these days, to get relief irom cutaneous 
The fashion of wearing footgear designed like sandals with symptoms is as simple as buying a remedy. The eye catchers in 
the feet stockingless accounts for the 38 patients who had acon- figure 7, were clipped from advertisements in “free” medical 
current attack of dermatitis venenata on their feet. To most certain state medical journals whose advertising 
people anything below the ankle that itches is a fungous infec- must compete with the former and the monthly avalanche of 
School children tell us about the fungi biting their toes. professional mailing pieces; Only a few were from 


jeces ; newspapers 
and magazines. It is clear that the indications for applying 


remedies 

the 

but take remedies, 

for itching keeping. li physicians 
received a si rrage of extra advertising, trailed 


g 

4 

E 


™ 
=) 
= 
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with no medical attention and were nearly all well on arrival. skin called for sixty-two different remedies containing a wide 
THE CAUSE OF OVERTREATMENT DERMATITIS centration. Burns of the skin could be treated with seventy-three 
A. THE LACK OF KNOWLEDGE OF HOW TO CARE FOR different remedies. A long list of diseases were mentioned which 
person seized by abdominal pain thinks first of calling a There were two remedies for pemphigus, three for dermatitis 
ttn ond herpetiformis, three for erysipelas, and to add a ridiculous touch, 
: : eleven were indicated for the skin disease, “etc.” 
would suggest a pain pill, he would consider his intelligence 
insulted. This same person, however, can have a seizure of 
cutaneous symptoms or have signs develop of a dermatitis, The overtreated yar 
he will look for relief and treatment in the family medi remedies prescription after prescription that instead of helping 
chest or the corner drug store. In his judgment if progress family’ doctor is a good doctor but this salve he 


RAE 


7 patients had properly treated their dermatitis, and the 
Fig. 8.—Dermatologie remedies for symptomatic dosing of dermatitis venenata due to plants. 
remaining 31 were the victims of false information. In their zeal 
to kill fungi and to prevent secondary infection, they had un- 
wittingly poisoned the skin of their feet. The past treatment 
patch tests elicited positive reactions to one or more mercurials 
in 28 cases, proprictaries containing salicylic acid in 8 cases, 
ethyl aminobenzoate in 7 cases, phenol and cresols in 8 cases, they 
hydroxyquinoline sulfate in 6 cases, absinthin, menthol, echinacea 
or calendula in 4 cases and solution of formaldehyde in 2 cases. 
Mapother 2* observed 100 patients with diseases of the skin on 
hospital trains from the South Pacific. Half came on hospital 
ships with physicians and nurses in attendance who were well C. 
supplied with sulfonamide drugs, benzoic and salicylic acid A classification was made, table 4, of the declared pharmaco- 
ointment and ammoniated mercury ointments. These patients logic actions and indications of the remedies in table 3. Observe 
were walking when they boarded ship but were stretcher how persons are encouraged to treat symptoms, signs and the 
patients when they arrived. The other half came on freighters traumas, whether physical or mechanical. Irritations of the 
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Excipient Tars and Derivatives 


i 


echinacea, 
calendula 
Boric : , sodium borate Tragacanth Glycerine as 
sinc oxde, calamine 
sodium bicarbonate, 
sodium benzoate . 
Sulfur, zine oxide, calamine Menthol lodoform Lanolin 
ch b chloroform 
te, menthol, 
Camphorated Ethanol, ether 
ch chloroform 
te, thol, 
tale Camphor aes 
hiowulfate 
© Lobelia, baptixia Ethanol 
Methyl salicylate Ethanol. glycerine, ‘ 
ehloralhydrate 
zinc oxnde Pine tar bi sens 
. Tannin, camphor. Chiloracetaldehyde, 
mopropanal Vv 
acetate, boric Wool 
aleohol 
formaldehyde 
soap Camphor Lsopropanol 
oxide Camphor Gly cerine 
Camphor, thyme, Ethanol, glycerine 
menthol 
i te 
lume water Camphor, Propy lene glycol 
peppermunt 
sulfate, Acetic acnd, 
aromatics 
iomulfate, Menthol 
ate CGnndeha Acetone 
... Tammie acid Lsopropanel 
Camphor Gh cerme 
hydroxide 
sulfate, Belladonna Ether 
hy posulfite 
Lsopropanol 
Acetone 4 
Camphor, menthol. [Lanolin, 
eucalyptus, stearic acid 
aloe vera 
clove, eucaly ptus 
sodium stearate 
Saleyhe acid, benzo acid. Zine oxnde Corn starch, 
acetanihd methyl! salicylate 
Phenol Zine oxide, lime water Camphor Glycerime 
Phenol, chlorot hy moi Zine oxde, boric acid Camphor Gly cerine 
kaolin, lime water 
methyl chloroform 
yptus, cajput 
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Taste 3.—Chemicals in Proprietaries—Continued 
Trade Alcohols 
No. Name Excipient Tars and Derivatives Metallic Compounds Plant Products aa by 
M22 Pierie acid, phenol, thymol 
Pine-O-Balm 
Nurse Brand Sodium hyposulfite. sodium Grindelia Isopropanol chloro- 
bicarbonate butanol 
Saxon Methy! salicylate Aluminum hydrate Ethanol, glycerime 
oxide, lime water 
74. MeKesson Potassium hy Menthol, 
75. Gold Medal Liquid  Thymol Sodium thiosulfate, sodium Menthol 
te 
78 Apex Liquid Thy mol, sodium benzoate Sottium thiosulfate, sodiuin 
Merrell 66000 606400006600 Sodium thiosulfate Gnndeha 
Hay wood Salve (formula not stated) ; 
Poslam Salve Salicylic acid, phenol, Sulfur, sine 
um 
86. Rhusol Salve Piecric acid, phenol, thy mol, Borie acid 
Salve 
balsam fir 
muth subnitrate 
91. Rhulitol Liquid Phenoi alum Tannie acid, Cam- Chiorobutanol, 
Say man Petrolatum oxide, bone acid 
Shinola Salve Resorcinol, petrolatum, Zine oxide, bismuth- 
= white wax subnitrate 
95. Thyptol Liquid Phenol Kaolin, alumina gel 
camphor 
oe. X.Z.3. Salve (formula not stated) 
. Lem Salve Idobenzme acid Bismuth subnitrate, boracie Menthol, methyl 
= acid, sine oxide salicylate 
102. Zema Liquid Phenol, benzoic acid Bone acid, potassium Menthol, methyl- Ethanol. glycerine = ............ 
103. Zemacol Liquid Raheyhe acid, phenol Orthochlormereuriphenol, 
gine acetate 
104. Zemex Liquid Salicy he acid, phenol sine 
105. Tentene Salve Chiorothy mol Pheny acetate 
106. Zincamine Cream Chiorbutanol Phenol! Kaolin, 
oxide, sileates 
106. Cal-O-Nol Salve Benzocaine, phenol Zinc oxide, calamine 
ill 


their own, lost their patients far exceeded the number of over- 
treated patients. An explanation is apparent in table 4. Derma- 
titis venenata due to plants is not an infection; yet 43 prepara- 
tions were antiseptic, 5 bacteriostatic and 5 germicidal. Fungi 
were killed by 5 remedies, but there were 41 other mixtures 
declared to be just as effective for athlete's foot. Itching was 
relieved by 48 different proprietaries. The number of 
—e such specificity would be news to dermatologists. It 
should be mentioned that nine preparations pharmacologically 
were pleasant, 11 prompt, 11 deodorants, 10 would check spread 
aml 46 were healing. 


chemicals. 


E. THE WRONG DIAGNOSIS 
Commonly the signs of an initial dermatitis venenata due to 
plants are changed by some home treatment.** This was not 
recognized and the most common error was to call the primary 
overtreatment reaction a fungous infection or a secondary in- 
fection. Therapies directed at such diagnosis produced the great- 
est incidence of overtreatment. We believe that the research and 
clinical laboratory have furnished data insufficiently critical of 
true and false pathogenicity of bacteria and fungi, with the 
result that physicians have been misled and have innocently 
produced overtreated dermatitis. 


Treatment of Gente Dermatoses, Clin. 


Votune 138 
8 581 
gave me to use burnt me up.” The collection seldom contained 
one prescription, but commonly two or three and sometimes 
four to six. The number of physicians who, through no fault of 


THE NEED FOR A COUNCIL ON DERMATOLOGIC 
HYGIENE AND THERAPEUTICS 
Persons in all walks of life seem to regard the skin and its 
appendages—the hide concept—as an inert covering, something 
as tough as leather and deserving the same care: namely, soap- 
ing, greasing, oiling, painting, dyeing, polishing and of “ate 
conditioning. We believe that the science of skin hygiene has 
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Pharma- Number of Number of Number of umber of 
cology Remeches Renedies Symptoms Remedies Mechanical 
Antisepties........ 43 Alepecia.......... 3 Bary odors........ 2 ....... Abrasion 
Antipruritie....... Allergies. ......... 4 Barning........... 32 Blemishes......... 14 Brwiees 
Anesthetic 1 Feet Comedones........ 5 Chafing 
Bacteriostatic...... blistered. ....... 8 Cracking.......... 2 Lacerations. 
Cooling........ 30 10 aching. ......... 5 Eruptions......... 10 Seratches . 
Check apread...... 10 burning......... 62 Strains... 
Desiceant ........ 6 Dermatite 28 Wrenches 
Deodorant. ....... herpetiformis 3 5 Rashes............ 
15 Drug eruptions. . perspiring....... 
Efficient. ......... Eczema........... 10 «=Weeping.......... a 
Germicidal. ....... 5 Erysipelas......... 3 Headaches. ....... 2 
Healing........... 46 Herpes............ 12 Hypotension....... 1 
Protective......... 20 Infection.......... 6 Muscles 
Penetrative........ 7 Inpetigo. ......... 5 aches. .......... Q 
Prompt........... 11 Insect bites........ 55 jaded........... 3 
Rubefacient....... ingrown toes. ..... 2 4 
Refreshing. ....... 7 Miliaria........... 36 10 
Soothing. ......... 42 Plant venenatas... .106 8 
Softening. . 2 Pemphigus........ 2 Neuraigic pains i 

Pompholys........ 3 

Pyodermia... 5 

Prurigo........... 2 

Peoriasis.......... 

Rubeola.......... 5 

Sycosis vulgaris.... 3 

Trench foot. ...... 1 

Tinea 

46 

12 

capitis. ......... 3 

Urtiearia.......... 22 

Varicella.......... 5 

Warts. ........... 2 

War plant workers. 1 
rested too long in the hands of those with something to sell. The of chemistry, dosage 
promoters of the enterprises that trade on the human skin logic chemicals is shown in table 5. Improper treatment 


of thirty-six skin specialists. Dermatitis from external causes is 
the most common dermatosis seen by us, and its incidence con- 
tinues to rise. Reports that this or that contactant causes derma- 
titis continue to flood the literature. The offender is always 


dermatologic hygiene. For example, we have asked several 
hundred patients their definition of a clean skin. Invariably, it 
was a skin that had been soaped and rinsed with water. We 
question this definition and incline more to the belief that a skin 
is clean when water-soluble substances have been rinsed off 
with warm water. The portion of the lipid film insoluble in 
water that remains protects the horny mantle. Exposing the 
latter predisposes to dermatitis. A person who does not care for 
his skin properly is the victim of misleading information, but 
the responsibility for his dermatitis rests on the shoulders of 
skin which prevents dermatitis will be the science of derma- 
Over one hundred different chemicals make up the formulas 
indications 


unnecessary suffering not only physically but also mentally and 


ect of Overtreatment on the 
Duration and Healing Time of Dermatitis 
Venenata Due.to Plants 


dom 


Cases 6 Days 1 Week 


582 be 
looking up the treatment of Rhus dermatitis in certain texthwks 
would be greeted with various steps to be taken, each of which 
needed different chemicals. If he delayed therapy until the 
procedures were mastered, the patient would probably be well; 
but if he picked out some formula to try, as likely as not over- 
treatment would result, especially if the formula for the last 
stage was used for the first stage. The result of this befuddlement 
Tasre 4.—Pharmacologic and Therapeutic Versatility of the Remedies in Table 3 
umber of 
sence 
caused 
knowingly and cite eminent authorities, but their propaganda 
commonly causes skin trouble, like the fourteen day dermatitis 
mass of data has been published which needs to be integrated Average Hospital- TimeLost Medical 
and used as the basis for establishing a concept of 
None Insignif- Nominal 
cant 
Treated 
152 Cases 3.4 Weeks 3.7 Weeks 7.1 Weeks © Cases 42 Cases Burden- 
for host some 
average average 
1.9 of 
weeks 5 weeks 
economically. The creation of the Council on Pharmacy and 
Chemistry brought order out of existing chaos in oral and 
parenteral therapy. Exposing the symptomatic cure-alls nurtured 
the science of nutrition. A council on Dermatologic Hygiene and 
of which included dermatitis venenata due to plants. A review Therapeutics can end the bewilderment in diagnosis and treat- , 
of textbooks on dermatology and allergy showed the same treat- ment for the skin. Exposing the cutaneous symptomatic cure-alls | 
ment versatility of topical chemicals; the number and composi- should nurture the science of dermatologic hygiene. Making the 
tion of the formularies seemed endless. Some mixtures required American home safe for the skin and the prevention of dermatitis 
fastidious compounding in order to be effective. A physician are a responsibility of dermatologists. 


Et 
3 
1 
: 


i 
Hitt 


apparently cured by specific antimalarial treatment—Rau, 


3, 1948. 
Diabetes, 
M.D., Malarial 


: Com was 
391-998 (Sevt. 12) 
vation of Bed Sores, New 
sideration 


Institute. 
1940. 
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8 
si : clinical significance. . . . [However] the diabetes was evi- 
From the Cleveland Clinic and the Frank E. Bunts Educational 411) caused by M. T. malaria of the islets of Langerhans, and 


REPORT TO THE COUNCIL 

The use of streptomycin for the treatment of tuberculosis 
aroused much interest which has resulted in extensive 
r.search. The following report has been adopted by the 
Council for publication, and it is offered to keep the medical 
profession informed of the progress that is being made and to 
minimise some of the confusion that is arising concerning this 
treatment of tuberculosis. In adopting this report, the Council 
expresses its appreciation of the cooperation that has been 
provided by the various groups submitting these statements 
and hopes that such collaboration will serve as a pattern for 

future research of such fundamental importance. 


Austin Sita, M.D., Secretary. 


The present report is a sequel to that which was 
published ximately one year ago’ under the same 
auspices. most important progress which it will 
recite can be contai in the following four state- 
(1) The series of patients whose treatment 

has so considerably enlarged (from 
500 to 2,800), and their post-treatment course has been 
observed for such considerable i of time, that 


nor is any such loss encountered if the daily dose is 
into two, rather than into five, injections. 


(4) More observation of tuberculosis of bone 
and joint, and of the genitourinary tract, has made it 
possible to take a more optimistic view of the treat- 


ment of these diseases than was the case a year ago. 
A fifth statement, to the effect that much remains to 


present study was ized as a cooperative 
venture by the Veterans Administration, Army and 
Navy, in May 1946. The nine hospitals which orig- 
inally participated were increased to twenty-three in 
Sicsuler 1946 and, as of March 1948, to forty-eight, 
for, although no brief is made in behalf of quantity 
per se, nothing is gained by denying its particular use- 


means. 
instances as a matter of theory, and in the vast — 
of instances as a matter of practice, the disease of all 
cases admitted to the study was progressing unfavorably 
or was stationary at the time streptomycin therapy was 


lack of space this article has been 

will be found in the 

i ittee, inistration, at 

Veterans Administration, Army and Navy 

a that ase cooperating in the study. 
The Streptom 


Effects of vein on Tuberculosis in report to 
the Council on and Chemistry, J.A.M.A. 2634-641 
(Nov. 8) 1947 


EFFECTS OF STREPTOMYCIN 


ON TUBERCULOSIS 


ion was made, 
the participating hospitals voluntarily assigned them- 
selves tu the one or the other. The conferences which 
made and effected these decisions have been held semi- 
annually. The vious report to the Council’ was 
made on of to the Third Con- 
ference in St. Louis in May 1947. The present report 
is based on data submitted to the Fifth Conference in 
Chicago, during April 1948. 
The Fifth Conference received data * on 
2,780 patients for whom treatment with streptomycin 
been ed between June 1946 and March 
1948. These patients are listed in table 1, according 


Taste 1.—Types of Tuberculosis Treated with Streptomycin, 
2780 Completed Cases 


Number of Patients Treated with 


206m. 106m. 05 Gm. 
Gm. 120 


Type of Tuberculous Condition 129 Days Days Days Days Total 
Pulmonary 375 1M 943 
Cutaneous sinuses and fistulas 125 7 373 
Miliary and meningeal +........... 0 0 
Bone and joint disease............ 123 2 “7 0 we 
Tuberculosis of alimentary tract 0 70 
ri 2 n 0 
Peritoniti« _..... 17 0 0 a 
Tuberculosis of skin and eye...... “ 0 5 0 n 
Conditions necessitating thoracic 
* Duration of treatment variatir. 
+ Duration of treatment and dose variable. 
: Duration of treatment twenty-one days. 
to the categories of disease in which lL. 


The 

results will be discussed in the order in which the 

categories appear within the table. 
RESULTS OF INVESTIGATION 


PULMONARY TUBERCULOSIS 

The results of treatment with the initial i 
(18 to 2.0 Gm., in six or five divided doses, daily for 
one hundred and twenty days) were described in the 
previous report and have subsequently been published.* 


2. The majority of these data were contributed the following 
twenty-three itals itzsimons General Hospital (USA), Denver; 
Corona Naval Hospital (USN), Corona, Calif., ‘eterans Administra- 
tion Hospitals at seville, Ohio; Bromx, N. Y.; Butler, C 
Point, N. Y.; Dayton, Ohio; Excel i 
Texas; Li e, Calif.; Memphis ( y enn.; Minneapolis; 
Oteen, N. C.; B Va.; Rutland Heights, Mass 

on 
ation 


iW 
smaller number cases were contributed by Veterans Administr 
Hospitals at A werque, N. M.; Alexandria, La.; Bedford, Mass.; 
Ga; eland; Ss. Cz; _Mich.; 
Howard, Md.; Fort Logan, Colo.; Framingham, Mass.; Los (Angees: 
isville, Ky.; Martinsburg, W. Va.; McKinney, Texas; Nashville, 
Tenn.; New Cc New Orleans; Oakland. Calif.; Outwood, 


onn.; 
Temple, Texas; Wadswort 


Ky.; 
Te » Kan., and Asie. 
Nopeming Sanatorium, Nopeming, Minn... and Glen Sana- 
torium, Oak Terrace, Minn. 


mycin Commitie, Veterans Adminis atin 
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started. Five regimens have been studied in sufficiently 

Council on Pharmacy and Chemistry arge growps of cases to permit rather precise evalua- 

tion of their comparative effectiveness. Three addi- 

tional variants are being presently explored. The 

STREPTOMYCIN IN THE TREATMENT OF selection of new regimens for exploration has been made 

TUBERCULOSIS by the investigators and a group of consultants, in con- 

C $ ference assembled, after a review of their previous 

it becomes possible to substitute definite for presump- 
tive statements in many instances. (2) A reduction 
in daily dosage from 2.0 Gm. to 1.0 Gm., and a further 
reduction to 0.5 Gm., has been accompanied with a 
significant and gratifying reduction in toxic manifesta- 
tions. (3) Certainly in the case of the reduction to 
1.0 Gm., and apparently in the further reduction to 
be done and to be learned, on both the laboratory and 
clinical sides of the field, is always in order and is 

hereby added. 

fulness in the case of a disease as protean in its mani- ee 
festations and as unpredictable in its outcome as is 

tuberculosis. With the few unavoidable exceptions 
which will be enumerated subsequently, all cases 
admitted to the study were proved to be of tuberculous 
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regimens (co 
of table 2) it exceeds three months in 80 per 
of the patients and, in one of these (column 1), 
exceeds twelve months in 14 per cent. 
Figure 1 indicates the similarity in the extent and 


excluded because the brevity of post-treatment obger- 
vation distorts certain of its data. 

Roentgenologic Results—Table 2 reveals a rather 
striking similarity both in the status of the disease 

ior to treatment and in its course during the admin- 
istration of streptomycin by all of the regimens. An 
improvement, which had been present in only 1 to 5 
per cent of the patients prior to treatment, appeared ir. 
‘from 77 to 83 per cent during treatment. 

Roentgenologic observations being a rather subjec- 
tive matter, it was considered wise to expose this deci- 
sion to an unprejudiced jury. For that reason, ten 
phthisiologists,’ not connected with the study except by 
ties of common interest, were nominated by the presi- 
dent of the American Trudeau Society and spent three 
days of March 1948 in reviewing the roentgenograms 
of about 300 patients with tuberculosis who had been 
treated by three regimens of streptomycin in groups of 
approximately 100 each. Four roentgenograms from 
each patient were viewed and graded, altogether inde- 
pendently by each of four jurors. Examination of the 


De” Kirke Monten 
Skawlem and Dr. Julius L. W 
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was completed before the 


roentgenograms treatment were seen. A 
of the this rather severe 


test, indicates complete ve agreement between 
jury and in ast the the 
gen changes which occurred during the several regimens. 


the jury the changes 


to the left indicates the similarity in the pretreatment 
course of the lesions selected for treatment by the three 
regimens, while the similarity of the curves with their 


data is that 75 per cent of the patients who 


pr owe ment 
x-ray at 
Treatment 


Fig Result ot pulmonary t 
regimens “of streptom cin (forty eight "Veterans Administration, Army and 
1948). The 


tuberculosis with different 

Navy of figures at the left 
show unlined represent 

and days (375 cases); = 


one hundred and 
y days represent 2 Gm. for 
(114 cases). 


roentgenograms showed 


It will be observed that the jury review did 


430 — 
The intervening year has been devoted to examining reatment roent ms 
the effect of changing this regimen, on the one hand 
by decreasing the duration of treatment and, on the 
other hand, by decreases in the daily dosage. Four 
variations on the original theme have been used: 2.0 
Gm. in five doses for sixty days, 1.0 Gm. in five doses 
to be 
ee or more) per cent (as compared with | to 5 per cent) had been 
2/20 (ots) 
e improving prior to therapy and that 71 to 75 per cent 
1 (as compared with 77 to 83 per cent) had improved 
during therapy, a difference at least partially due to the 
> 3 3 : fact that the jury weighed the changes in each lung 
separately whereas the investigators considered only the 
lesions against which treatment was being directed. 
Figure 3 presents the result of their evaluation graphi- 
cally and grades the degrees of improvement or worsen- 
mee Ext | ing during the pretreatment and treatment periods in 
Fig. 1.—Comparison of characteristics of groups of cases of pulmonary aA to “4,” representing, respectively, variations from 
Veterans "Administration, ‘Army and Navy hospitals, April 1948). The Slight” (plus or minus 1) to “very marked” (plus or 
vertical column of figures at the left shows the percentage of cases. minus 4). The similarity of the curves with their peaks 
for one hundred and twenty days, 1.0 Gm. in two 
déses for one hundred and twenty days, and 0.5 Gm. 
in two doses for one hundred and twenty days. The ee 
results of the five regimens, as recorded by the inves- response to treatment by these ‘regimens; the dis- 
tigators in 943 patients,‘ appear in table 2, those of parity between the two groups of curves (with 
the two 1.0 Gm. groups being pooled, since it developed 405° . ks ae ye 2 
duration of post-treatment observation varies, of course, "tn ay deny 
138 with the length of time the regimens have been under days, improvement continued to occur during the sixty 
43 days following its completion; the opinions recorded 
in figure 3 are based on roentgenograms taken one 
hundred and twenty days after the commencement of 
therapy. One of the points which this figure does 
character of the disease treated by the several regimens elke” the 
and figure 2 illustrates certain results which occurred were 
during and after therapy. In the latter figure the 
roentgenologic results are recorded as of one hundred 
and twenty days after beginning streptomycin in all 4 
three regimens, and the 0.5 Gm. regimen has been 
% 
Relagne by Conversion Sputum 
bed mos) After 
tuve by Cult. 
| 
‘ 
if Ooo 
De Willian De change or improvement) improved during treatment, a 
in trend which is regarded as especially sig- 
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lly selected, relatively recent and 
exudative ; the unsuitability of many patients with 
tuberculosis for streptomycin 
denced by the observation that although 9 of 10 cases 
of tuberculosis in Veterans Administration 


cates covered by this 


which has been recorded as “ ” is partial 
and only rarely complete. (3) The percentage of 
relapses which occur after impro during treat- 


vement 
ment (7 to 10 per cent), a 
29 per cent), is considerable (fig. 2 

Clinical C —Clinical i 
occurs, is prompt and obvious within the first two 
weeks of treatment. In its timing, as would be antici- 


py was reduced to normal in approximately 60 per 

cent (table 2) of those patients who were febrile at the 
time treatment was started, and approximately 45 per 
cent of the gained more than 10 pounds (4.5 


three successive negative monthly cultures, 
was reported in from 21 to 32 per cent of patients 
on the various regimens (fig. 2). Fifty-two (5.9 per 
cent) of the 887 patients treated under the three regi- 
mens initiated more than a year ago are now dead. 
Consensus.—It was agreed that the previous deci- 
sions as to the role of streptomycin in the treatment 
of pulmonary tuberculosis had been confirmed and had 
been amplified by the study of additional regimens. 
Thus, sixty days of treatment had proved as effective 
as one hundred and twenty days, 1.0 Gm. per day 
as effective as 2.0 Gm. per day and 0.5 Gm. per day, 
bly, as effective as either. Streptomycin, in con- 
junction with bed rest, has been demonstrated to reverse 
the trend of progressive predominantly exudative mod- 
erately and far advanced disease in a formidable major- 
ity of the cases. Since this reversal does not usually 
extend to —— clearing and since a considerable 
percentage of re occur, streptomycin therapy is 
rarely Jefinitive. Its most frequent usefulness appears, 
therefore, to lie in gx aah with collapse therapy. 
In the opinion of the investigators, collapse 
was made feasible by streptomycin therapy in approxi- 
mately 20 per cent of the patients and was actually 
induced in approximately 25 per cent following the 
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1947; there seems to be little doubt about its logic, 
but its effectiveness will be difficult to evaluate. 


ally accepted thesis that one’s d 
be used against a skunk when a tiger is in the offing. 
It was, finally, agreed that streptomycin did not, and 
could not be expected to, affect favorably the roentgen- 
ologic picture in long-established fibrous or caseous 
lesions and that its effect on cavities was unpredictable 
and often, when favorable, fleeting. 


TRACHEOBRONCHIAL AND LARYNGEAL 


TUBERCULOSIS 
The results of streptomycin ee 
tracheobronchial and 166 cases of laryngeal tubercu- 


losis are shown in table 3. The demonstration of 
acid-fast bacilli in sputum by culture was accepted as 
evidence of tuberculous causation in the presence of 


regimen 
and thirty-two opinions regarding 8&3 patients); 
the of 2 Gm. for sixty (four and four 
nions regarding 101 patients), dotted line 
cpimions vegarding 10 102 ). The 
tients legends “worse 
eight opinions ng the of The 
figures at the ety ham the percentage of jurors’ opinions. 


investigation when it was proved to be a relatively 
ineffective route of administration, and all st i 
was injected intramuscularly. 
and 0.5 Gm. per day regimens, the drug was was given 
in two injections at twelve hour intervals. The dura- 
tion of treatment was one hundred and twenty days, 
or until shortly after maximum improvement was 
observed. 
It will be noted (table 3) that, when 

healing occurred, it required an average 
weeks, but that entire relief of pain 


period of ei 
dysphagia 


first reported from this study.* This difference 


6. Brewer, L. A., 7m. ong 
Tracheobronchitis, Am. Rev dn) 


. A. 


reptomycin 
In the 1.0 Gm. per day . 


this account, as well as because of the relatively small 
size of the series, the results in this regimen are regarded was fu ag nt was 
as requiring additional confirmation, although they were 
tigators. 
Lest the recital of these figures give an impression 
of unbridled enthusiasm, three points should be made 
clear: (1) The type of lesion under discussion is 
: one third (943 of 2,780) of the ee 
iii report was treatment given for 
t ry disease. (2) The type of clearing 
repeatedly positive bronchoscopic or larynogscopic 
observations. Administration of streptomycin by aero- 
sol was abandoned rather early in the course of tlie 
may be obvious on the thirty day roentgenogram but is —f% 
rarely considerable before the roentgenogram taken sixty 
days after the beginning of treatment. A decrease in titi. \s. 
cough and an increase in sense of well-being occur with i Sea. i 
such constancy that their incidence was not recorded. 
' 
tum to negative, as demonstrated by the relatively rigid SS galls , 
woeese serrea 
Fig. 3.—Radiologic changes during successive sixty day and one 
hundred and twenty day periods before and during streptomycin therapy 
(jury review of 286 patients with tuberculosis thirteen 
Veterans Administration hospitals, March 1948). The unbroken line 
occurred with more promptness and greater constancy. 
Although in both tracheobronchial and laryngeal tuber- 
culosis, between 80 and 90 per cent of the lesions are 
reported as either healed or as moderately or decidedly 
conclusion of treatment. It was agreed that the opti- improved, on direct observation the results are less 
mum time to induce collapse was during the first weeks pt were 
of streptomycin therapy before the microorganisms would 
become resistant (referred to subsequently). Thiscom- 
bination of procedures has been followed since October [AIS o< 


per day superior to those obtained with 1.8 or 
0 Gm. or. It seems unlikely that this was 
the case difference may be ascribed to increasing 


. Over one half of the cases have been observed 
between three and twelve months after the completion 
of treatment, and, during this period, the lesion has 
cases ; patients who have been retreated have responded 


Ithough the results were slightly less 
successful than those in the small series reported last 


CUTANEOUS SINUSES AND FISTULAS 
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than those with other origins, and fistulas connecting 
with the pleura did least well. It is the predominance 
of fistulas in the group treated with 1.0 Gm. per day 
that makes the results with this ; 
inferior to those obtained with larger 
the appearance is deceptive. The series treat 
0.5 and 0.2 Gm. per day are too 

comment, but it is a fact that six 
treated with the smaller dose have healed, although, 
thought, more slowly than would have 


the case with larger doses. 
The practice of combining surgical with 
streptomycin t has proved its and is being 
generally followed by all investigators. Pus is evacu- 


rate of only 2 per cent. 
pe A be wake Incision and drainage may be 


MILIARY AND MENINGEAL TUBERCULOSIS 


tuberculous meningitis and only 3 are in the group 
- ‘i di 


of 35 with combi 


L 
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not appear to be due to the inclusion of “noninflam- 
matory fibrostenotic” lesions in the present series, for 
less than 10 per cent of the cases are reported to have 
been of this character. It may have been the tendency 
to include inflammatory lesions, as distinct from the 
purely ulcerative lesions which characterized the first 
tigation progressed or to differences in the pretreatment 
duration of the lesion, which was reported as averaging 
only five months in the patient receiving 1.0 Gm. per 
day and as nine months in those receiving the larger ated and necrotic tissue or bone removed either at the 
time streptomycin therapy is started or shortly there- 
patients in the present series. Seventy-six per cent 
of the patients receiving the two larger dosage regimens 
have been followed up for between three and twelve 
well. This may be as good a place as any to remark months since the completion of therapy, with a rela 
that relapses have occurred following streptomycin 
therapy in all types of tuberculosis which have been 
90 per cent of the cases justified the original conclusion 
that tracheobronchial and laryngeal tuberculosis com- 
pose one of the most favorable fields for streptomycin eT 
therapy. One gram per day proved certainly as suc- In terms of end results, the situation has deteriorated 
138 cessful as the larger dose, and, judging from a too small somewhat since the earlier report,’ although not beyond 
48 series of cases, 0.5 Gm. per day would appear to be anticipation. Of the first 100 patients with bacterio- 
equally so. Although the underlying pulmonary patho- — ; LY 
Tine egy logically proved diagnosis, treated between March 1946 
logic condition is, in these cases, frequently of a type 154 May 1947,* 49 were alive at the latter date, 40 
which streptomycin cannot be expected to affect, and 
although relapses may be anticipated in on a October 1947 and only 24 in April 1948. Of these 
ie wns felt aot tthe coed ot and enormous ame. ain 24 survivors, 12 are among the 22 with initial diagnosis 
in the distressing symptoms of laryngitis was alone of acute miliary tuberculosis, 9 are among the 43 with 
ee Ww » Dy all odds, the worst prognosis. Fifteen 
Table 4 presents the results which have followed 0f the 24 survivors were substantially normal in April 
the use of streptomycin in 368 patients with six hundred 1948, between eleven and twenty-five months after 
and seventy-four cutaneous sinuses and fistulas. A treatment was instituted. The late deaths have usually 
tuberculous cause was established in each patient by (14 of 16) been due to the development of meningitis 
biopsy of a tract or by culture of the drainage material. in the patients who previously had acute miliary tuber- 
The average duration prior to treatment was forty-five Culosis and to relapses in those with meningitis. The 
weeks. All streptomycin was injected intramuscularly Only changes in protocol which have been made by 
for a period of one hundred and twenty days, and a the Conferences since M:y 1947 have introduced com- 
new regimen, employing only 0.2 Gm. per day, was bined streptomycin-“promin” (sodium p,-p’-diamino- 
explored in an attempt to establish a minimal effective diphenylsulfone-N,N’ didextrose sulfonate) therapy— 
dose. the latter drug being injected intravenously in a daily 
The results were, again, less striking than those 
obtained in the original series,’ in which, it may be 
remembered, fifty-nine of sixty sinuses (98 per cent) 
healed completely. In the present, much larger, series, 
approximately four of five sinuses and fistulas (78 per 
cent) have healed. Healing occurred, on the average, 
in eight weeks. An attempt was made to trace this 
discrepancy in results by distinguishing first between 
sinuses and fistulas and then by dividing these into 
subgroups on the basis of their origin. The attempt 
was successful in the sense that 86 per cent of the 
sinuses, and only 57 per cent of the fistulas, healed. ical response and the resolution of pulmonary lesions 
Sinuses originating in bone healed more frequently made the continued use of streptomycin mandatory in 
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all cases of tuberculous meningitis and acute miliary 
tuberculosis. The end results, in terms of surviving 
patients, are still remarkable in comparison with pre- 
streptomycin days, although less happy than had been 

. The careful pathologic studies which are now 
in progress should add considerably to existing knowl- 
edge of the pathologic changes and pathogenesis of both 
pulmonary and meningeal lesions. It was also agreed 
that little or nothing had been learned about the most 
effective regimen, as to duration, dosage or route of 
administration. There was a general feeling that 
something new would have to be added, but, as to 
what that something should be, there was a paucity 
of ideas. 


TUBERCULOSIS OF BONES AND JOINTS 

In bone and joint disease the situation has changed 
rather radically for the better since the previous report." 
At that time (May 1947) 26 patients were under treat- 
ment. At this time (April 1948), 192 patients have 
completed treatment. In all cases except those involv- 
ing the spine, where diagnosis by repeated roentgen 
observation was acceptable under the protocol, the 
tuberculous causation was proved by bacteriologic or 
pathologic means. All patients except 2 received strep- 
tomycin for one hundred and twenty days in the amount 
of 1.0 Gm. (67. patients) or 2.0 Gm. 
daily, the results of thé two regimens, according to the 
investigators, being indistinguishable. There are no 
data yet available on the results of treatment with 
0.5 Gm. per day. 

The investigators were asked to report to the Con- 
ference on the changes in the local signs (i. ¢., inflam- 


the roentgenograms 
of improvement in 91 per cent of the patients and to 
decided 


impro 


ca noe punine 


wors BETTER 

Fig. 4.--Radiologic changes in tuberculosis of 

ing successive periods before, and after cin apy (34 
ts; jury review one red 

‘eterans Administration hospitals, March 1948). column 
att shows percentage of cases dashes show 
the change before streptomycm therapy (t months); the long dashes 
show the -y streptomycin therapy (four ), and the 
amomes Ens the change after streptomycin therapy (average four 


tion period, although, because of the phrasing of the 
question, it was impossible to determine whether this 
improvement was additive or merely a continuation of 


improvement already started, a suspicion that the for- 


mer might be the case led to the jury review of one 
hundred and twelve lesions in 94 patients, which forms 
the substance of table 5. 

In the cases subjected to this review’ there were 
fifty-eight lesions of the spine and thirty-seven assorted 
lesions of the extremities. The roentgenograms at the 


STATUS AT EXD OF TREATMENT PERIOD 
a of “a 
impr 
Bore Pos. 


Fig. “-r- of treatment of rinary tuberculosis two 
regimens of streptomycin (Sortpcight aoe Administration, Army and 
Navy Apri col the 


roentgenograms. 
observed that, whereas 6 per cent of the lesions were 
improving and 70 per cent becoming worse prior to 


improvement at the end of post-treatment observation. 
The data are capable of more analysis. It 
would appear that lesions of the extremities responded 
somewhat better than those of the spine. 

The same radiologic observations of these 94 patients 


Consensus-—Partly in of their own observation, 
but chiefly in view of the roentgenologic review 
(table 5 and figure 4), the investigators agreed that 
streptomycin produced a slow but appreciable improve- 
ment in a majority of the tuberculous lesions of bone 
and joint. The local signs attendant on these lesions 
improved more rs as would be expected and in 
a higher percentage of instances. It is planned to 
repeat the review of these cases at yearly intervals. 

It was further agreed to institute the use of st 
mycin in combination with surgical procedures i in 
culosis of the bone and joint. 


TUBERCULOSIS OF THE GENITOURINARY TRACT 
A year ago, bacteriologic studies on a small series 
of cases of genitourinary disease were incomplete. "Now 
they are complete on a respectably large series, and 
their completion has increased our optimism in the 
case of genitourinary disease almost as much as the 


9. Conducted on March 6 and 7, 1948, by Dr. a ee 
the University of 


of the Mayo Clinic and Prof. Edward Evans of 
Minnesota and their staffs. 
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12 82 12 82 482 
for one hundred and twenty days (26 cases) and the unshaded columns 
1.8 to 2.0 Gm. for one hundred and twenty days (86 cases). 
conclusion of treatment, and at the conclusion of a 
post-treatment observation period averaging one hun- 
dred and twenty days, were, in each instance, compared 
mauion, pain, swelnng, lit OL a nite reversal of 
- followed the administration of streptomycin; 40 per 
in 53 per cent. The roentgenologic results were less 
favorable, only 34 per cent showing improvement and 
59 per cent being unchanged. They also reported 
of observation illustrates the increasing extent and 
frequency of improvement during treatment and post- 
w A \ 
iy 
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observation of delayed roentgenologic changes 
reversed our pessimism in the case of bone and j 
disease are © tot 


were made to treatment ‘ O Gm. 
per day s have been used, the latter only since 
October 1 in no cases has treatment been com- 
pleted on 0.5 Gm 


Symptomatic and cystoscopic improvement, as table 6 
and figure 5 indicate, occurred in approximately 80 
per cent of the patients during treatment and was 
more frequently as or “decided” 

to have rer il 

Gm. than with the 0 G Gm. per 

with the latter regimen is so 
in size that it seems wiser to avoid drawing 

such a conclusion at the present time. The pyelograms, 

on the other hand, were largely unaffected and, except 

for a uniform healing of scrotal sinuses, a majority of 

the genital lesions (thirty-three of sixty-three) were 

either unaffected 


the ‘arger (2.0 Gm. per day) group for between three 
and twelve months in 88 per cent of the series and 
for more than twelve months in an additional 4 per 
cent. During this period, recurrence of symptoms, of 
cystoscopic observations and of positive urine culture, 
occurred in between 14 and 19 per cent of the series; 
approximately half of these three forms of relapse 
occurred within the first three months and, one may 
assume, without being able to determine it from the 
data, that they occurred in the same group of patients. 

Consensus.—There was some surprise that the results 
were as good as they were reported to be; although 
the renal lesions visualized by pyelography remained 
substantially unchanged, cystoscopic improvement, 
symptomatic improvement and conversion to negative 
by culture occurred in more than 80 per cent of the 
patients during treatment, with a relapse incidence of 
only 15 per cent during a post-treatment observation 
period that exceeded three months in 92 per cent of the 
cases. It may be, of course, that the bacteriologic 
work was inaccurate ; it may be that many more relapses 
will occur ; anything may happen 

It was agreed here also to strepto- 
mycin therapy and surgical procedure. 

LESIONS OF THE ALIMENTARY TRACT 

Seventy patients in this group were reported to the 
Conference: 38 aith ulcerative lesions of the tongue, 
buccal mucosa, tonsils or pharynx and an additional 32 
with enteritis. Lesions of the x were some- 
times diagnosed by biopsy, but a characteristic ulcera- 
tion, in the presence of sputum proved to be positive 
for acid-fast bacilli by culture, was regarded as accept- 
able evidence of tuberculous causation. In the group 
with enteritis, the diagnosis was, of . presump- 
tive; in only one instance (repeatedly positive cultures 
of stools and negative cultures of sputum) could it be 
considered absolute ; in the others, it was made on the 


OF STREPTOMYCIN ON TUBERCULOSIS 


589 
where in the . The two employed were 
2.0 and 1.0 Gm. day. The intramuscular route was 
usually es duration of treatment was, usu- 
= 3 between sixty and one hundred and twenty days. 

As table 7 i tes, thirty-six of the a Be 


— lesions healed 
clinical results of streptomycin therapy i in enteri- 


Within a matter of days, 
and diarrhea were 
If opiates were in use they could 
be omitted, and, if the patient was febrile, his tem- 
perature was reduced within the week. Eight 
weight prior to treatment, gained from 15 
(7 to 18 Kg.), average 28 pounds (13 
five months follo 


patients, 
were losing 
40 pounds 
in the 
wing the 
mycin therapy. Improvements in the roentgenogram 
have been observed, but are leisurely in making their 
appearance, and the normal picture is not usually 
restored. Relapses have occurred following the relief 
of symptoms, although less often than would be antici- 
pated in face of the frequency with which these patients 
continue to have a positive sputum culture. The oral 
administration of streptomycin has not been sufficiently 
explored to determine its worth, but, if favorable results 
occur, they are certainly slower in making their appear- 
ance than when the drug is injected intramuscularly. 
Consensus.—The results are uniformly and remark- 
ably favorable, and tuberculous lesions of the alimentary 
tract constitute one of the primary indications for strep- 
tomycin therapy. This would appear to be another 
example, already seen in the case of tracheobronchial 
and laryngeal tuberculosis, of the ease with which 
lesions of the mucous membrane—as ace to those 
of the parenchyma—yield to the attentions of strepto- 
mycin. 


Kg.) 


he commencement of st 


LYMPHADENITIS 
Thirty-six cases of tuberculous lymphadenitis, 
by aspiration or biopsy, were reported to the fer- 
ence, and the results of treatment are also summarized 
in table 7. Equal numbers were treated with the 2.0 
and 1.0 Gm. per day regimens, both for one hundred and 
twenty days, and the results are indistinguishable, one 
from the other. In 12 patients the glands disappeared ; 
in 18 they became smaller, and in 6 they were 


variable, an attempt was made to distinguish acute 
lymphadenitis from the chronic form; the duration 
prior to treatment in the two groups of the present 
series averaged ten and fifty-six weeks, respectively. 
Results in acute lymphadenitis were ior in the 
sense that a larger proportion of the g disappeared 
recorded as “cured” in table 7), but the two groups 
are scarcely large enough to warrant a_ conclusion 
to this effect, however likely it may appear to be. In 
addition to these 36 cases, in which the glands existed 
without accompanying sinuses, 51 of the patients 
reported under the section of this dealing with 
cutaneous sinuses, had a map as well; 45 of 
the 51 but the data not permit a state- 
lesions in these 45 disappeared 
or merely became smaller. 


10. Mason, E. and others: Streptomycin in the Treatment of 
Tuberculous Eaters, Am. J- Sey to be published 


are iiustrated im mgure 3. In a DALICNES, 
tuberculous causation was confirmed by positive cul- 
tures and complete cystoscopic and pyelographic studies 
18s, taken toget wi pse m laryngitis a i 
the early results in meningitis, perhaps best deserve 
the adjective “dramatic,” the use of which has been 
vauion 1s that conversion by culture was Obtained in 8. 
per cent of the 84 patients for whom these data are 
available. 
Post-treatment observation has been carried on in 
138 
48 
In size. 
Because in the earlier series' the results had been 
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experience that 
well to treatment with streptomycin. 
PERITONITIS 


Washington, D. C., preliminary to publication, and an 
of thale reported to the Con- 


In 9 cases, the diagnosis was proved by demonstra- 
tion of acid-fast bacilli in the peritoneal 


peritoneoscopy 
y, or of proved tuberculosis elsewhere in 
cases with clinically typical tuberculous 
Cone were included in this series, alt 


became worse, 1 of the 2 dying during a 


OF STREPTOMYCIN ON TUBERCULOSIS 
Consensus.—It was agreed, on the basis of relatively 
*,* 4 1 


OTITIS MEDIA 
The results of treatment in 13 cases were available 


Consensus.—The number of caine is too small to 


perm conclusions, but streptomycin would appear 


PERICARDITIS AND LESIONS OF THE EYE 


THORACIC SURGICAL 


patient proposed for t 
from the other patients to be treated by 
It was decided to give streptomycin to all patients 
subjected to pulmonary excisions and such other opera- 
tions as cavernostomies, decortications and open pneu- 
monolyses. The daily dosage was 2.0 Gm. in 64 per 
cent of the patients who received streptomycin (those 
operated on prior to October 1947) and 1.0 Gm. in the 
remainder. The results of the two regimens are indis- 
inguishablé from one another. 

results of this study appear in table 8; 1,559 
operations have been performed on 709 patients, of 
whom 460 received streptomycin. The difference in 
the incidence of spreads between treated (2.0 per cent) 
and untreated (5.6 per cent) patients with t 
is statistically significant; in less than 1 out of 1 
times could it ha®e occurred by chance ; there is a simi- 
lar difference in the incidence of wound infections 
between the two groups (1.1 and 2.5 per cent, respec- 
tively). The incidence of spreads in one hundred and 

pulmonary excisions (lobectomy and pneu- 

monectomy) was 28 per cent, and in sixty-sight other 
thoracic surgical operations it was 3.0 per cent. . 


sli 
to onterence (tab ne data discic ie 
the method by which diagnosis was made nor the regi- 
mens which were employed ; presumably the only route 
of administration was intramuscular. Drainage from 
the offending ear ceased in 11 cases, and in 6 of these 
AND SKIN 
The results in 16 examples of these afflictions are 
reported in table 7. The individual series are unattrac- - 
some degree of improvement was reported in 12 
instances, these situations would seem to warrant fur- 
ther exploration. 
| Since the 
with the 2.0 Gm. per day and 10 patients on the fulness of streptomycin as a. prophylactic in thoracic 
1.0 Gm. per day regimen. Twenty-one of the 27 surgical procedure has been in rogress in twenty-seven 
patients received streptomycin for from sixty to one hospitals. The thought behind the study was that the 
hundred and fifty (usually one hundred and twenty) incidence of postoperative spreads might be decreased 
days, and 6 patients received it for less than sixty days. if the surgical procedure were performed while the 
There was no obvious correlation between regimen and patients were receiving streptomycin. To this end, 
results. it was decided to administer streptomycin for seven 
The results (table 7) were regarded as excellent in days prior to each operation (prior to each stage in the 
19 cases, with subsidence of fever, when present, case of a multiple stage thoracoplasty) and for fourteen 
complete disappearance of ascites, amelioration of abdom- days following it. These periods were chosen arbi- , 
inal symptoms and striking gain of weight. Post- trarily, and it could be argued that the duration of 
treatment laparotomies were performed in 3 of these Preoperative medication was not sufficiently long to 
patients. In 1 of them there was striking change in educe sputum volume and was unnecessarily long to 
the gross appearance of the peritoneum, but biopsy ¢stablish adequate concentrations of streptomycin in 
still revealed tuberculous tissue; in the other 2 cases the tissues. Nevertheless, that is what was done. In 
there was no evidence of persisting tuberculosis. Those ™ultiple stage thoracoplasties, it will be observed that 
who are reported in table 7 as “cured” have had a this regimen resulted in continuous, or nearly continu- 
post-treatment observation period in excess of six ous, treatment over considerable periods of time. It 
months. In some patients who presented multiple Was decided to give streptomycin to every alternate 
tuberculous lesions, the peritonitis responded to treat- 
ment as well or better than the other tuberculous 
manifestations. Three patients who recovered rapidly 
from the tuberculous peritoneal involvement presented 
tuberculous lesions elsewhere during or following strep- 
tomycin therapy. The condition in 3 additional patients 
was substantially unchanged during therapy, and 2 
ollowed an imitially tavorable response. 
Consensus.—On the basis of this small series, it was 
agreed that streptomycin seemed to be good medicine 
for acute and chronic exudative, as well as for adhesive 
and caseous tuberculous peritonitis. 
EMPYEMA 
Thirty-five patients with empyema (but none with 
pleural effusion) have been treated, without benefit of 
protocol, with a variety of regimens and by a variety 
of routes. The only precise statement which can be 
made about them is that 22 of the 35 were unimproved 
(table 7). 
Consensus.—A further study of this situation with 
uniform diagnostic methods and treatment schedules is 
in progress, but the chances for the successful control Consensus.—It was agreed that, although the 
of tuberculous empyema with streptomycin therapy prophylactic use of streptomycin had significantly 
would appear to be exceedingly remote. decreased the incidence of post-thoracoplasty spreads, 
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The more important and i toxic manifes- 
tations have been selected i suaunemed presentation in table 9. 
The less important ones, such as nausea and vomiting, 
paresthesia, contact dermatitis and the like, have been 
purposely omitted. It will be observed that the more 


Taste 9—Tosric Manifestations of Streptomycin Encountered 
In Treatment of 1751 Patients with Tuberculosis 


fi 


az 


ducing resistance (referred to subsequently ). 
that, in the routine thoracoplasty, it was prefer- Ya ae ae 
able to withhold streptomycin and give it only if, 182.0Gm. 206m. L0Gm. 106m. 056m. 


postoperatively, a spread since Gid) Gidd) 
treated in this fashion usually respond satisfactorily. a 
An incidence of only four postoperative spreads fol- 
lowing one hundred and forty-four pneumonectomies 
and lobectomies (2.8 per cent), however, was regarded 


untreated series of patients, the value of streptomycin 
therapy was believed to have been reasonabl 


se 
sis see 


EEE 


tr 


. 6—Therauetic efficacy and toxicity with different i 
lorty-eight Veterans, Administration, 
il 1948). column of figures at the leit 
of and the at the bottom to 
therapeutic 


and briefer experience, it 

follows a further reduction 

is, therefore, particularly gratifying to 
that definite decrease 


less when a daily dose of 1.0 Gm. is divided into 
injections (column 4) than when it is divided i 


i. R. F.: Hull-Smith, H.; Bunn, P. 


use was not justified for this operation. 
ion was based on the low incidence of 
he patients that did not receive sttepto- 
data of table 8 support the statement that 
and ninety-nine courses of streptomycin 
were given in order to prevent twenty-two spreads (the important and the more deci ngements dimini 
difference between fourteen and thirty-six). This not ; 
only constitutes a waste of streptomycin but has certain ee 
toxic implications and introduces the hazard of pro- 
demonstrated. It was therefore agreed that the routine 
use of streptomycin should be continued in these and Hearing diminished, voice... 2.7 
in other thoracic operations excepting thoracoplasty, “iminished, 
This conclusion was influenced by the fact that the Renal function, diminished.. 92 
operations had been conducted, not by a single surgeon 
in a single hospital, but by twenty-seven surgeons in _permatitis, mild .......-.... 100 
twenty-seven hospitals. >6 per cent... 
TOXICITY Blood dyserasia ............ 
The usefulness of a drug depends on the ratio between . 
its therapeutic efficacy and its toxicity. There are 
138 many drugs which might be used to kill many micro- ®t" excluded and because, on the o 
49 organisms, if they did not have the unfortunate side 
effect of killing the host. As has been repeatedly ho had not yet completed their final sixty days of treatment. 
remarked in the previous sections of this report, and 2 
as is rather crudely portrayed in figure 6, there is, with successively from left to right until, under the 0.5 Gm. 
the possible exception of genitourinary tuberculosis, no per day regimen, there are still represented by con- 
detectable loss of therapeutic efficacy as the daily dose Spicuous percentages only such minor manifestations 
of streptomycin is reduced from 2.0 to 1.0 Gm. Indeed, 45 a 
: : in acuity o as iometer, - 
8 cases in which treatment has been completed with 
¥ 0.2 Gm. per day for one hundred and twenty days, 
wet wa \ there is a column of zeros until one finds the figure “2” 
ciently discu in ¢t ious report else- 
|  where’* Little would be gained by further discussion 
ort onterence concerning the trequency degree 
ii Be Hs Heal of incapacity which persists in patients who suffered 
“ & | that extraordinarily specific damage to vestibular func- 
is ‘a tion which is manifested by vertigo and for which no 
| t pathologic basis has thus far been found. Certainly 
| some of these patients still experience difficulty in walk- 
s of ing in the dark and would, presumably, be even more 
re avy _ seriously incapacitated were they blinded; certainly 
regimen. SOME of them experience a difficulty in focusing their 
of dark shading indicates vertigo. eyes after sharp movements of the head, which may 
produce a degree of incapacity and may expose them 
it is based on to such specific dangers as would be encountered in 
would appear t crossing a traffic-crowded street. One general obser- 
to 0.5 Gm. It vation may be made in connection with table 9. The 
find (table 9 important toxic manifestations are, rather generally, 
tie reduction might ha ted on genera! 
this reduction might have been anticipated on general 
point proved. (June 21) 1947. 
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five injections (column 3). This has led to the sug- 
gestion that toxicity is a function of maintained plasma 
concentrations of streptomycin rather than of occasional 
peaks of concentration. 

In preparing figure 6, vertigo was selected to rep- 
resent toxic manifestations because of its frequency 
and importance in the higher dosage regimens. The 


ing therapeutic efficacy 
are believed to be substantially true, but contain certain 
inaccuracies: thus, roentgenologic —— has 
been arbitrarily taken as an indication of efficacy in 
pulmonary disease and cystoscopic improvement as the 
same criterion of efficacy in genitourinary disease ; it 
is also to be remarked that the column 
the 2.0 Gm. per day for sixty days regimen 1s 
almost entirely on cases of pulmonary tuberculosis and 
that the column representing the 0.5 Gm. per day 
regimen is based on relatively few cases. Nonetheless, 
the figure has the virtue of presenting, in rather striking 
fashion, a relationship which existing evidence would 
appear to have established. 


DEVELOPMENT OF RESISTANCE TO STREPTOMYCIN 
BY MYCOBACTERIUM TUBERCULOSIS 

A second difficulty connected with prolonged strepto- 
mycin therapy—a difficulty which, if not peculiar to 
streptomycin, is at least unusually prominent in its 
case—is the resistance which tubercle bacilli develop 
to it. Figure 7 shows the time relationship with which 
this resistance developed in 2,100 positive cultures. At 
the beginning of treatment 97 per cent of 745 cultures 
failed to grow when they were exposed in vitro to 
10 micrograms or less of streptomycin per cubic centi- 
meter of medium,'* and the vast majority failed to 
grow in 1 microgram per cubic centimeter. After 
treatment was started, and particularly after it had been 
continued for thirty to forty-five days, an increasing 
percentage of positive cultures grew in more than 10 
micrograms per cubic centimeter, until, after one hun- 


MONTHS AFTER BEGINNING OF STREPTOMYCIN 


Fig. 7.—Development of resistance by Mycobacterium tuberculosis to 
Administration i 


streptomycin (twenty-three Veterans and Navy —~ ay 
April 1948). The column of figures at the left shows the 
cultures resistant to more than cubic of 


medium. 


dred and twenty days of treatment, about 70 per cent 
of the cultures did so (fig. 7). A majority of these 
resistant cultures grew in more than 100 micrograms 
per cubic centimeter, and many of them in more than 

12. This figure is rather arbitrarily selected as a criterion resistance 


of 
after the intramuscular injection of 0.5 Gm. of streptomycin. 


1,000 mi per cubic centimeter. Figure 7 is 
rom data obtained from twenty-three labo- 


the several laboratories are in disagreement as to the 
which ta dona It is 


Criterta for Evaluation 
— 
Or-pharyen 
Laryngitis om 
Tracheo-Bronch, 
1? 
Ontis Media 
Pericarditis 
6 Eye 
2 
Empvema 
Pulmonary 


acq apparently 

ee within the time limits of the study; the 
instance in which, resistance having been 

ye subsequent cultures become again “sensi- 
tive” to streptomycin may well be due to a technical 
error in the determination rather than to a true loss 
of resistance per se; the final answer to this question 
is not yet available. There is only one recorded 
instance of a culture of M erium tuberculosis 
having become dependent on streptomycin to maintain 


The vitally important question which this observation 
poses is whether the observation that tubercle bacilli 
from a given patient are resistant to, say, 100 micro- 
grams per cubic centimeter in vitro means that all the 
tubercle bacilli within the patient are similarly resistant 
and the administration of streptomycin correspondingly 
useless. In the guinea pig, this question can be 
answered in the affirmative '* ; ; when animals are inocu- 
lated with str in tant micro-organisms, 
do not respond to treatment with streptomycin 
in fact, appear to die rather more rapidly than do their 
controls. In human beings, the question cannot be 
answered definitely at the present time. The answer 
is not necessarily affirmative; it may be, for example, 

Minutes of 


13. Steenken, W. Resistance: “and 
mycin Conference is, Veterans Administration, May 2 on 
1947, pp. 52-56. Feldman, W. HL; Karlson, A. G., ahd Hinshaw, Cc. 


Bacilli: Effects of Resistance 
uinea Pigs, Am. Rev. Tuberc. vue ta. 


ratories using daily doses varying from 0.5 Gm. to 
2.0 Gm. It is not broken down by regimens because 
Fig. 8.—-Results of streptomycin therapy in various tuberculous condi- 
tions at the end of treatment (forty-eight Vesorane Administration, Army 
and Navy hospitals, April 1948). The horizontal row of figures at the 
bottom of the illustration shows the percentage of patients “healed” 
(notched part of bar) and “improved” (plain part of bar).™ 
believed that the differences are minor and that the 
form of the curve is substantially the same for all 
regimens thus far employed. Successive cultures from 
the same patient usually grow in progressively higher 
concentrations of 7 as treatment is con- 
| 
9 120 180 
peutic Kesuilts in rculous 
174 (Feb.) 1948. 
14. Figure 8 represents an attempt to indicate, graphically, the relative 
therapeutic effectiveness of streptomycin in various types of tuberculosis. 
The criteria selected for evaluation of effectiveness are mentioned in each 
instance, but it should be emphasized that any change in these criteria 
would decidedly alter both the height and the shading of the individual 
columns; thus, the acceptance of roentgenologic improvement instead of 
sputum conversion would increase the “pulmonary” column from 25 to 
50 per cent and the inclusion of a post-treatment observation period would 
nearly double the height of the “bone and joint” column. Its information, 
therefore, is general rather than specific; its usefulness is qualitative 
rather than quantitative. 


138 
48 


138 
8 


that the inoculum contained a of sen- 
sitive organisms and that an occasional resistant organ- 
ism was responsible for the observed growth; it may 
be that the — giving rise to the resistant culture 
was derived from a particular /ocus and that organisms 
in other /oci are still sensitive; it may even be that 
the observation has no merit whatever and that the 
reaction of micro-organisms to streptomycin is alto- 
different in vivo and in vitro. On the other 
there is an accumulating mass of evidence, no 
one piece decisive of itself, which indicates that the 
observation has very real clinical significance and that 
the observation of a resistant culture—unfortunately, 
several months later—indicates that further treatment 
with streptomycin is useless and, conceivably, danger- 
ous. The fact that improvement is most rapid duri 
the first two months, before resistance 


argues in this direction, as does the a parallelism 
in timing between the observation culture 
and the occurrence of a relapse. 

Assuming that the observation has significance, that 


a resistant culture means a resistant patient, the public 
health hazard which it involves is rather obvious; 
all new cases of tuberculosis which are contracted from 
t patients become ipso facto unsuit- 
able for treatment with streptomycin. Repeating the 
assumption, the prime question is then concerned with 
how to avoid the situation. It cannot be avoided 
decreasing the dose within the range thus far studi 


per day without losing therapeutic efficacy. Toxicity 
If it be due to the 
expo- 
sure to streptomycin, it could be avoided by 

the duration of that exposure. If, on the cheer tend, 
it be due to the survival and multiplication of a few 
initially resistant strains, it is difficult to see why short- 
ening the course of treatment to thirty or forty-two 
days would be of benefit ; one would be driven to ‘think 
in terms of another drug to which these strains would 
not be resistant. The answer awaits the experiment. 


SUMMARY AND CONCLUSIONS 
This paper has been in the nature of a second annual 
report on a — investigation which has 
on by the Veterans Administration, Arm 
and Navy since June 1946. During this period 2.780 
tients with all the tuberculous ills to which Mich fleah is 
ir (table 1) have completed treatment with strepto- 
mycin in forty-eight hospitals. This report has behind 
it, then, the weight of numbers. It has the advantage 
of dealing with patients whose diagnoses have been 
definitely established and who have been treated by 
uniform regimens. It has the inaccuracies—minor it 
is believed—which result from material derived by ques- 
tionnaire. 
The most significant ng development of the past 
is concerned with new regimens. It has been 
s, to 1.0 Gm. for the 
same period, with decided reduct uction in toxicity and 
without detectable the ey therapeutic efficacy (table 9 
and fig. 6). This reduced dosage is as effective when 
—, in two daily injections as in five, gesti 
that the supposed necessity of a steadily maintai 
blood concentration is, in these circumstances, a shib- 
boleth. A further reduction in daily dosage to 0.5 Gm. 
has been tried in over 100 cases with a definite further 
reduction in toxic manifestations; it remains to be 
proved whether there is a concomitant reduction in 
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uction in the other 
regimen factor—that of duration rather than dose— 
was studied by reducing the duration of treatment to 
sixty days while maintaining the daily dosage at 2.0 
Gm. This also was accomplished without any observa- 
ble diminution in effectiveness. Observing the prac- 
ticability of reducing either dosage or duration, the 
Fifth Streptomycin Conference decided to explore the 
results of reducing both factors simultaneously and 
adopted, for the next few months, two regimens which 
prescribe 10 Gm. and 0.5 Gm. daily for forty-two 
days. The prime question, of course, is how much, 
or tee little, loss of therapeutic efficacy will accompany 
the adoption of those protocols. 

With the disadvantage of toxicity thus alleviated, if 
not removed, the main bugaboo of streptomycin therapy 
lies in the development of resistance by the tubercle 
bacilli to its action. It is this factor which makes 
one reluctant to give streptomycin for minimal tuber- 
culosis, or any other lesion which may be expected to 
respond favorably to other oan @ ot treatment, lest 
one be faced with a life-threatening episode at some 
time in the future and be unable to use streptomycin 
with any likelihood of success. The Conference decided 
to investigate the effect of the shorter (forty-two day ) 
regimey and of combining streptomycin with “promi- 
zole” and 
para-aminosalicylic acid and of giving interrupted 
courses of streptomycin (two weeks “on” and two 
weeks “off”) on the of resistance. The 
Conference felt itself to be rather groping in the dark 
without more fundamental knowledge concerning the 
nature of the process. 

The Conference felt that the indications and contra- 
indications for streptomycin as a prophylactic in thoracic 

tions had been established during the year. It 
felt that its judgment concerning the position of strepto- 
mycin in the treatment of various types of tuberculosis 
had been, in most respects, rae rather than 
altered by the experience of the past year (fig. 8). 
The new evidence adduced in the case of genito- 
urinary and orthopedic tuberculosis made the prospects 
rather brighter in those fields. In other respects, 

1 lesions involving the skin and mucous mem- 
branes (i. e., sinus and fistulous tracts, alimentary tract, 
tracheobronchial tree and peritoneum ) continued to heal 
or to improve remarkably, and, occasionally, to 
pear. In miliary and meningeal tuberculosis the ea 
results of treatment continue to be startling, and the 
late results continue to be much less so. In the main 
infection, pulmonary tuberculosis, streptomycin eg! 
in conjunction with bed rest is still regarded as 
useful adjuvant to other forms of treatment. Its ability 
to reverse the trend of progressive exudative lesions has 
been observed in about 80 cent of patients treated 
with all regimens, and this rvation has, twice during 
the year, been confirmed by the judgment of “juries. 
Occasionally the clearing is complete and streptomycin 
ranks as definitive therapy. In the great majority 
of instances the clearing is only 
temporary ; in these circumstances, the ro strepto- 
mycin would appear to be to make possible the use of 
procedures which, in the absence of streptom 

cin therapy, would have had to be delayed or re 
never have been performed. 


On the whole, streptomycin therapy has been helpful. 


393} 
efficacy, but, if it occurs, it would not appear to be 
very significant. A daily dose of 0.2 Gm. is being 
tried by five hospitals in a group of patients with 
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NEW TRENDS IN CANCER CONTROL 

While clinical and experimental efforts toward achiev- 
ing effective control of cancer, through improved diag- 
nostic and therapeutic methods, have had a measured 
amount of success, the condition is not yet conquered 
as smallpox and typhoid have been controlled. 

The far reaching centrol of the infectious diseases 
attained during the past seventy-five years depended 
on the successful identification of the causative micro- 
organisms and on extensive and laborious epidemiologic 


studies. As long as the specific causative agents respon- 
sible for over 99 per cent of human cancer remain 


mental differences exist between infectious diseases and 
cancer, their similarities also are numerous. Observa- 
tions as to the number and types of extrinsic carcino- 
genic factors suggest that exogenous and endogenous 
carcinogens may include agents differing as widely as 
those concerned with infectious diseases. The recently 
discovered species specificity of carcinogenic agents is 
analogous to the species-specific pathogenicity of micro- 
organisms in infections. The carcinogens, moreover, 
share with these the differences in pathogenic potency 
agents. 

Paralleling the different reaction products in infec- 
tious diseases, and reflecting changes in the reactivity 
of the tissues of the host to the infecting agent (tuber- 


ical as well as experimental evidence shows that in both 
infectious diseases and cancer the sites of the anatomic 
responses are determined not only by the properties 
of the particular pathogenic agent in question, but also 
by the type or route of contact with it. The conditions 
of exposure which decide the development of tuberculo- 


sis of the lungs and of the intestine (inhalation and 
ingestion, respectively) are fundamentally not different 
from those which are responsible for development of 
cancer in various sites after exposure to radioactive 
material by different routes; e.g., skin contact, inhala- 
tion, ingestion, parenteral administration. 

An additional resemblance between cancer and infec- 
tious diseases is the fact that the degree of pathogenicity 
of the causative agents is only in part an intrinsic qual- 
ity, as it depends to some extent also on the intensity 
and duration of exposure to them. Thus, the incidence 
of cancer of the bladder among workers in dye plants 
is highest among those most massively exposed to aro- 
matic amines and decreases among other operatives of 
such manufactures in proportion to the degree to which 
they come in contact with highly potent carcinogens. 
Epidemiologic investigations have shown that a similar 
crowding of tuberculous infection occurs around persons 
with active and open tuberculosis of the lung. The 
epidemiologic pattern of the spread of occupational can- 
cer and infectious diseases from foci where their causa- 
tive agents are generated is similar. For the control 
of cancer, this fact is of special importance. The pro- 
gressive march of occupational cancers through all 
industrialized countries paralleling the development of 
industries and the continuous creation of new industrial 
products of often unknown biologic properties are fac- 
tors which tend to result in the establishment of an 
increasing number and variety of extrinsic carcinogenic 
foci. Since the character of a particular carcinogenic 
agent as well as the type of exposure to it determines 
the site of the resulting cancer, this development may be 
followed in the course of time by a change in the quan- 
titative and qualitative aspects of the environmental 
carcinogenic spectrum, and thereby in the incidence rate 
of cancer with respect to total numbers and sites in 
different regions of the country. An effective control 
of cancer depends on determination of the causes and 
directions of such trends. The repetition of the survey 
in ten different metropolitan areas in the United States 
for cancer morbidity, done first ten years ago and to 
be done again during this summer by the cancer control 
branch of the National Cancer Institute, assumes special 
significance in the light of these considerations." 

The recent creation of the environmental cancer sec- 
tion within the cancer control branch provides an organ- 


causative factors of human cancer as they are related 
to occupation, medicinal agents, diet, climate, customs, 
habits and parasitic infections. The third development 
in this field is represented by a project developed by the 
New York State Industrial Cancer Committee com- 


1. Cancer Control Letter, National Cancer 
Institute, no. 3, April 23, 1948, and no. 4, May 7, 1948. 
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unknown, rapid progress cannot be made. , 
Although many important and, apparently, funda- 
culosis, syphilis, etc.), extrinsic carcinogens elicit sim- 
ilarly various histologic responses in the host, such as the studies are te 
hyperplasia (hyperkeratosis, warts, nodular adenoma- be supplemented by investigations into the extrinsic 


posed of representatives of the Division of Industrial 
Hygiene, New York State Department of Labor, New 
York State Health Department, the Roswell Park 
Memorial Institute, Buffalo, and the cancer control 
branch of the National Cancer Institute. The occupa- 
tional histories of several thousand patients with cancer 
seen at the Roswell Park Memorial Institute are to be 
determined in detail and are to be analyzed for previous 
occupational cancer hazards sustained by these patients. 


ANTIANEMIC PROPERTIES OF VITAMIN B: 
Shorb' in 1947 reported finding in refined liver 
extracts a factor required by Lactobacillus lactis Dorner 
(L. L. D. factor) which was present in an almost linear 
relationship to the unit potency of the extracts used in 
the treatment of pernicious anemia. Rickes’* and his 
associates have isolated from liver a crystalline com- 
_ pound, vitamin B,,, and Shorb, who assayed its potency 
value for L. lactis Dorner, considered it to be either 
wholly or partially responsible for the L. lactis Dorner 
growth activity observed for liver extracts. West * 
reported a positive hematologic response in 3 patients 
with pernicious anemia following the intramuscular 
administration of vitamin B,, in single doses of 3, 6 
and 150 micrograms. Spies,’ in 1948, reported on the 
use of crystalline vitamin B,, in the treatment of 
addisonian pernicious anemia in 2 cases, nutritional 
macrocytic anemia in 2 cases and nontropical sprue 
in 1 case. In each of the 5 patients there was a striking 
clinical improvement, which included an increase in 
their feeling of well-being, mental alertness, strength 
and vigor and complete relief of the soreness and burn- 
ing of the mouth and tongue. This was followed by an 


cod, T. R., and 
396-397 (April 16) 
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neurologic picture followed treatment with crystalline 
vitamin B,,. The patient showed severe local and sys- 
temic sensitivity reaction to purified liver extracts 
derived from both pork and beef, but not to vitamin B,,. 
These authors conclude that vitamin B,, should prove 
effective against the neurologic as well as hematologic 
manifestations of pernicious anemia. They also suggest 
that vitamin B,, is not responsible for sensitivity reac- 
tions to liver extracts. 

Spies * and his associates studied the question of the 


relation of gastric achlorhydria and subacute combined 


degeneration of the spinal cord in macrocytic anemias. 
A two year study of the effect of synthetic fo'ic acid 
in persons with macrocytic anemia confirmed and 
extended previous observations that folic acid is an 
effective antianemia substance capable of producing a 
clinical response of hematologic remission in persons 
with nutritional macrocytic anemia, tropical sprue and 
macrocytic anemia of pellagra and pregnancy. How- 
ever, folic acid will not prevent the development of 
neural disturbances in persons with addisonian perni- 
cious anemia. Twenty-eight of the 30 patients in this 
study who were observed over a period of two years 
showed subacute combined degeneration. Irrespective 
of how much folic acid was administered to these per- 
sons the condition became worse. Administration of 
massive liver extract therapy promptly relieved the neu- 
ral disturbances. In every instance in which subacute 
combined degeneration of the spinal cord developed 
in this series, gastric achlorhydria was revealed in 
repeated tests following histamine stimulation, prior to 
folic acid therapy. Persons with nutritional macrocytic 
anemia of tropical sprue or of pregnancy did not have 
histamine refractory achlorhydria either previous to or . 
during therapy with folic acid, and in no instance did 
any evidence of subacute combined degeneration 
develop. , In a series of 3 patients with achlorhydria, 
of the spinal cord, all had relief of symptoms after the 
parenteral injection of 15 micrograms of vitamin B,,. 
The subjective improvement in all 3 patients was 
remarkable, and in the case in which the disease was 
most acute there was considerable improvement in all 
physical signs. 

The experiences of these authors suggest that vitamin 
deficiency diseases tend to be multiple in nature. The 


cannot correct a deficiency of all of the essential dietary 


Between Gastric Achlor- 
of the Spinal Cord, Postgrad. 
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mcrease in DIOOG Celis anc and in a 
except 1 case of nutritional macrocytic anemia in white 
blood cells. One patient with pernicious anemia stated 
on the fifth day of treatment that the paresthesia and 
pains of the extremities and physical signs of tender- 
ness and hyperesthesia of four weeks’ duration had 
definitely diminished. 
Castle* and his associates treated a patient with 
pernicious anemia in relapse and acute combined sys- 
tem disease that developed during irregular treatment 
with synthetic pteroylglutamic acid. A hematologic 
remission and rapid and decided improvement in the 
1. Shorb, Mary S.: Activity of Viena Bes for the Growth of Lactoe 4 
bacillus lactis, Science 207: 397- it 16) 1948. ciency t vitamin often aids in improving t 
2. Rickes, E. L.; Brink, N. G.; Koniuszy, F. R.; 
Folkers, K.: Crystalline Vitamin Bus, Science 1 health and well-being of the patient, but it 
Anemia, Science 107: 398 (April 16) 1948. 
4. Spies, T. D.; Stone, R. E., and Aramburu, T.: Observations on MUEFIENIS. 
the Antianemic Properties of Vitamin Bu, South M. J. #2: 522-523 
5. Berk, L.; Denny-Brown, D.; Finland, M., and Castle, W. B.:  buru, T., 
Effectiveness of Vitamin Bie in Combined System Disease, New England hydria and 
J. Med. 83@: 328-330 (Aug. 26) 1948. Med. 4: 89-95 (Aug.) 1948. 
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Current Comment 


HEPATIC LOCALIZATION OF EMETINE 
HYDROCHLORIDE 

While emetine hydrochloride is efficient in the treat- 
ment of amebic hepatitis, it is less reliable in the treat- 
ment of amebic dysentery. Despite its ability to clear 
up the acute symptoms, relapses frequently occur. A 
logical explanation of this failure is offered by Palmer,’ 
of the Army Medical Center, Washington, D. C., from 
his study of the topographic distribution of emetine in 
laboratory animals. Twenty-four albino rabbits each 
received intramuscularly injections with 6 mg. per kilo- 
gram of body weight of emetine hydrochloride. At 
various intervals after the injection emetine assays were 
made of the liver and intestinal walls. At the end of 
one hour 24.9 mg. per kilogram were found in the 
liver. At this time there was only a concentration of 
5.5 mg. per kilogram in the large intestinal walls. The 
concentration in the liver increased to a maximum of 
41.6 mg. per kilogram by the end of twelve hours. 
The intestinal concentration fell to 1.7 mg. per kilogram 
by the end of this time. At the end of four days the 


concentration in the liver was 15.4 mg. per kilogram, 


while the intestinal concentration had already fallen to 
1.2 mg. per kilogram. The intestinal titer became zero 
by the sixth day and remained at this low level till 
the end of the experiment (twenty-eight days). The 
twenty-eighth day reading for the liver was 1.0 mg. 
per kilogram. This high concentration and prolonged 
presence of emetine in the liver and low concentration 
and transient presence in the intestinal wall are offered 
by Palmer as an explanation for the efficiency of the 
drug in the treatment of amebic hepatic disease and its 
relative failure in the treatment of amebic intestinal 

disease. 

NYLON BRIDGE FOR NERVE GAPS 

Working with small mammals, Weiss and Taylor ' of 
the Department of Zoology, University of Chicago, 
developed a new technic for bridging nerve gaps. Con- 
nection was made between the nerve stumps by means 
of a fiber cable embedded in a tubular blood clot. The 
Weiss technic has been tested on larger animals by 
Alexander * and his associates of the Department of 
Surgery, Harvard University. Five adult Macaca 
rhesus monkeys were operated on by the Harvard 
group. A section of the tibial nerve was excised from 
each animal and the nerve stumps allowed to retract. 
A segment of the internal jugular vein was threaded 
over the proximal nerve stump. The desired length of 
the gap was fixed without tension by a tantalum sling 
stitch. The nerve stumps were then connected axially 
by a cable of finest nylon fibers. A trough of poly- 
ethylene tubing of nerve caliber was placed under the 


oe, Palmer, L. G.: Proc. Soc. Exper. Biol. & Med. @8: 362 (June) 
1. Weiss, P., and Taylor, A. C.: J. Neurosurg. 21375, 1946. 
2. Alexander, E., Jr.; Woods, R. P., and Weiss, P.: Proc. 
Exper. Biol. & Med. @8: 380, 1948. 
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cable and filled with freshly drawn venous blood. After 
a firm clot had been formed the trough was removed. 
The sleeve of the vein was then pulled over the bridged 
gap and anchored to each nerve stump by a silk stitch. 
The operative wounds were closed with silk sutures 
and the animals set free in large cases. Recovery was 
uneventful. Ten months later the limb was apparently 
fully restored to functional use. After being freed 
from moderate adhesions under pentobarbital sodium 
anesthesia, each bridge presented itself as an elongated 
swelling of the nerve to one and a half to two times 
its initial diameter. Electrical stimulation of the nerve 
above and below the bridge gave in all cases a good 
contraction of the gastrocnemius, posterior tibial and 
long flexor muscles of the foot. After severance of the 
Achilles tendon, there were in 2 cases no perceptible 
ses of the intrinsic foot muscles, in 2 cases 
fibrillary twitchings and in 1 case normal contractions 
of these muscles. Weight of the reinnervated gastroc- 
nemius muscle was on an average 85 per cent normal. 
Histologic examinations showed that the regenerated 
distal nerve stumps contained about 90 per cent of their 
normal quota of fibers. The diameters of the regen- 
erated nerve fibers, however, were subnormal, few 
reaching the 8 to 9 micra class. While Young * has 
expressed the belief that permanently subnormal nerve 
calibers cause some deficiencies in function, such theo- 
retical deficiencies were not severe enough to be demon- 
strable in the 5 cases examined. The nerve gaps 
bridged in the Harvard series varied from 22 to 32 mm. 
in length. Alexander has expressed the belief, however, 
that one could lengthen the gaps without making them 
unbridgeable. 
INCREASE IN THE QUANTITY OF 
MEDICAL CARE 
Elsewhere in this issue is a summary of Bulletin 66, 
on the cost and quantity “of medical care in the 
United States, recently published by the Bureau of 
Medical Economic Research. Examination of the trends 
in total consumer expenditures reveals that 4 per cent 
of the average family budget goes for medical care 
and that this percentage has been slowly declining in 
recent years. While the cost of living increased about 
59 per cent from the base period 1935-1939 to 1947, 
the price (fees) of medical care items, however, 
increased only 32 per cent. Analysis of the average 
dollar spent for medical care indicates that the physi- 
cian’s share has declined from 32 cents in 1929 to 
25 cents in 1947, while that of hospitals has increased 
from 13 cents to 21 cents during the same period. 
The bulletin adds <o the literature of medical economics 
a set of estimates showing the phenomenal increase 
since 1940 in the quantity of medical care rendered 
the American people. The quantity of medical care 
has increased much faster than the number of physi- 
cians. This increase is particularly significant in the 
light of current charges regarding the alleged shortage 
of physicians. 


3. Young, J. F.: Physiol, Rev, @@: 318, 1942. 
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Official Notes 


GRANTS TO AID RESEARCH 


The Committee on Scientific Research of the American Medi- 
cal Association invites applications for grants of money to aid 
in research in problems bearing more or less directly on clini- 
cal medicine. Preference is given to requests for moderate 
amounts to meet specific needs. As a rule grants are not made 
for the purchase or acquisition of equipment or apparatus of 
a permanent nature. For information, address the committee 
at 535 North Dearborn Street, Chicago 10. 


Coming Medical Meetings 


— 


American Medical Association Session, Louis, Municipal 
Auditorium, Nov. 30-Dee. 3. George F. Lull, N. Dearborn St.. 
Chicago 10, Secretary. 


Annual Conference of State Secretaries and Editors, St. Louis, Hotel 
28.29. Dr. George F. Lull, 535 N. Dearborn St.. Chi- 
0, retary. 


Medical Public ~ Conference, St. Louis, Hotel 
Lawrence W. Rember, 535 N. Dearborn St. Chicane 


Earl D. Osborne, 471 Delaware Ave., Buffalo, 


House, Dr. 


American Academy of Pediatrics, Atlantic City, Chal fonte Heddon Hall, 
Nov. Dr. Clifford G. Grulee, 636 Church St., Evanston, IL, 


ssociation of Surgeons, Chicago, Nov. 21-23. 
American Clinical and Cli 


Homestead, Nov. 8-10. 
Cooperstown, N. 


American Public | Boston, Now. 812. Dr. Reginald M. 
Atwater, 1790 waa New York 19, Executive Secretary. 

American Society for Study of Arteriosclerosis, Chicago, Hotel 
Oct. 1. Dr. O. J. Pollak, City 
pital, Quincy 69, Mass., Secretary. 

American Anesthesiologists, St. Hotel Nov. 
Mr. — . Hunt, 188 W. Randolph St., Chicago 


matological Associat 
Dr. Bassett Hospital, 


Pa for Research in Nervous 
Waldorf-Astoria Hotel, Dee. 10-11, 
168th St.. New York 32, Secretary. 


Association of Military Surgeons of the United States, San 
Texas, Nov. 11-13. Dr. James M. Phalen, Army Institute of he many 
Washington 25, D. C. retary. 

Indiana State Medical Oct. 26-28. Mr. Ray E. 
Smith, 23 E. Ohio St.. Indianapolis 4, Executive Secretary. 

International College lt dial S. Chapter, St. Louis, Kiel Audi- 
torium, Nov. 16-19. Mr. Ralph E. Osborne, 1516 Lake Shore Drive. 
Chicago, Business Secretary. 


Inter-State Postgraduate Medical Association of North America, Inter- 
national Medical Assembly, Cleveland, Public Auditorium, Nov. 9-12. 
Dr. Tom B. Throckmorton, 406 Sixth Ave., Des Moines, lowa, Sec- 
retary. 

Oklahoma City Clinical Society, Oklahoma City, Biltmore Hotel, Oct. 
25-28. Mrs. M. R. Waller, 512 Medical Arts Bidg., 
Executive Secretary. 

Omaha Mid-West ates Society, Omaha, Hotel Paxton, Oct. 25.29. 
Dr. John M. Thomas, 1031 Medical Arts Bidg., Omaha 2, Secretary. 

Puerto Rico, Medical Association of, Santurce, Dec. 10-12. Dr. J. Basora 
Defillo, Box 3866, Santurce, Secretary 


and Mental Diseases, New York, 
Dr. Clarence C. Hare, 700 W. 


= > Childs, 607 Medical Arts Bidg., Syracuse 2, N. Y., See 


Pi cso Sulphur Springs, W. Va., Dec. 7-9. 
Dr. Alfred Blalock, Secretary. 


Southwestern Medical Association, El Paso, Texas, Oct 28-30 Dr. Wick- 
Cartia Pires Motions Bonk Bide.. El Paso, Secretary. 
Western Surgical Association, St. Louis, Dec. 2-4. Dr. Warren H. Cole, 
1853 W. Polk St., Chicago 12, Secretary. 


Washington Letter 


(F Ss Cc ) 
rom a Special Correspondent Oct. 21, 1948. 


Flies Becoming DDT-Resistant 

Simultaneously with disclosure by Public Health Service that 
of evidence by the Department of Agriculture that resistance to 
DDT is developing in this insect, at least m certain sections of 
the country. Latest issue of the weekly Public Health Reports 
carries the results of a two year study conducted in Hidalgo 
County, Texas, which show that incidence of Shigella injections 
was decidedly reduced in town where there were periodic spray- 
ings of DDT. The rate was unchanged in those towns that 
were untreated. But when treated and untreated areas were 
reversed, diarrheal incidence soon became reversed, confirming 
the theory that fly population bears a close relation to this 
particular disease problem. 

According to the Department of Agriculture, reports from 
more than twenty-five states indicate that DDT is failing to 
control houseflies in certain isolated areas. Similar reports 
have been received from Egypt and Greece. Recent field studies 
by federal entomologists demonstrated that some strains of flies 
are now killed with a longer period of contact with DDT. 
There is still no evidence, however, that a comparable resistance 
has developed in other species of insect. 


Navy Alone Employs 19,000 Disabled Veterans 

The naval establishment has about 19,000 disabled war vet- 
erans on its payroll, according to an inventory, the findings of 
which were announced to coincide with “National Employ the 
Physically Handicapped Week,” October 3-9. For example, 
16 per cent of the 2,617 civilian employees at the Naval Ammu- 
nition Depot in Crane, Ind., are disabled veterans, as are 15 per 
cent of the 1,730 workers at a similar depot at McAlester, Okla. 
“There is more public interest today in the physically handi- 
capped than ever before,” said Dr. Ross T. McIntire, chairman 
i obser 


Chile Now Eligible for Oak Ridge Radioisotopes 

Chile has become the twenty-second foreign nation to qualify 
as a beneficiary of Atomic Energy Commission's radioisotope 
distribution program. Sixteen of the twenty-two have already 
received shipments, the latest being France, consignee of car- 
bon 14, which left Oak Ridge October 1 for use at Laboratoire 
de I'Institute du Radium, Paris, in cancer research. Newest 
isotopes to be placed on the Atomic Energy ‘s dis- 
tribution list are hydrogen 3 and helium 3. 


Woman’s Auxiliary 


1948 CONFERENCE—WOMAN’S AUXILIARY 


The fifth annual Conference of the Woman's Auxiliary to 
the American Medical Association will be held in Chicago, 
Thursday and Friday, November 4-5, 1948, at the Hotel 
Sherman. In attendance at the Conference will be the presi- 
dents and presidents-elect of the forty-eight county auxiliaries 
and the national officers and chairmen of standing committees. 

Guest speakers will include Dr. Louis Bauer, of New York, 
Mr. Thomas Hendricks, Dr. Frank G. Dickinson, Dr. Fred 
V. Hein and Mr. William Doscher of the American Medical 
Association. 


The members of the executive committee of the Board of 
Trustees of the American Medical Association will be guests 
of the Conference at luncheon on Friday, November 5. 
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Medical News 


CALIFORNIA 


Narcotic Violation.—Dr. Frances Evelyn McNealy, 116 
Temple Los pleaded guilty at Los 
issuing fraudulent narcotic prescriptions contrary to state law 
and on July 20, was sentenced 10.100 days in the county jai 
or a fine of $350. 

Imposter Turns Business Over to Chi —John 
R. Osborne, So, pleaded uilty in Los Angeles to practicing 
medicine without a license, September 9, and was fined S200, 
According to newspaper reports, he was operating a health 
emporium in Angeles, specializing in washing out the 
colon. Police said that his profits were as high as $1,500 a 
In his probation report Osborne said that he had turned 
his business over to licensed chiropractors. In 1925 he had 
been sentenced to ten years in — prison and fined $12,000 
for using the mails to defraud in the promotion of Valhalla 
Burial Park in Burbank. 

University Establishes Cancer Institute.—The Univer- 
os hey California Medical Center in San Francisco has estab- 
hi a Cancer Research Institute. Dr. Robert S. Stone, pro- 
fessor of radiology, has been appointed acting director with Dr. 

Iph L. Byron Jr., instructor in surgery onco , aS assis- 
tant director, A full cime director will be appornted | later. 
Eventually the institute will be housed in specially desi 
— at the university's new medical center on the San 

rancisco campus. The state legislature appropriated funds for 
the new hospital and 1 se buildings, and the U. S. 
Public Health Service ha has pledged $ 1,000,000 for the additions 
needed to house the institute. 


COLORADO 


Personal.—Dr. Ruth B. Thomas Howard, formerly with 
the U. S. Public Health Service, has been appointed to the 
maternal and child health division of the state health department. 
Dr. Howard is a graduate of Columbia University College of 
Physicians and Surgeons, New York, and has practiced medicine 
in Maine and New Jersey. 

State Medical Election.—<At the annual meeting of the 
Colorado State Medical Association 22-25 Dr. Casper 
F. Hegner of te was installed as president and Dr. Fred A. 
Fort Collins was made president-elect. Dr. 
George R. Buck, Denver, was elected constitutional secretary 
for a three year term. Dr. William H. Halley of Denver was 
reelected as senior delegate to the American Medical —~e = 
with Dr. Kenneth C. Sawyer, of Denver, as alternate. The 
1949 session will be held in wer September 21-24. 


DISTRICT OF COLUMBIA . 


Good Neighbor Gift to University.—Three physicians of 

Puerto Rico who received their medical education at the George 
Washington University School of Medicine have made a “good 
neighbor” gift of $1,000 to the university in behalf of the 38 
physicians now practicing in the Territory who are graduates of 
the school. Physicians pointed out that the gift was made in 

eciation and because of the “tragic need for doctors” in 

rto Rico. They stated that only about half of the 100 gov- 
ernment medical scholarships are filled because of overcrowding 
in the United States medical schools, and that t-built 
hospitals of Puerto Rico are unable to operate at full capacity 
because of the shortage of doctors. 


ILLI NOIS 


Postgraduate Conference in Monmouth.—The third post- 
graduate conference planned by the postgraduate education com- 
mittee of the Illinois State Medical Society will be held at the 
Elks Club, Monmouth, October 28, following a luncheon. The 
following Chicago speakers will eee: 

Arkell M Pediatric 

Vaughn, Vagus Nerve _ in Treatment of Peptic 


Teachers for Prospective Parents.—The Illinois Depart- 
ment of Public Health is sponsoring two in-service t 
courses in the administration, organization and teaching 
classes for prospective parents. led for October 18 and 19 

at the LaSalle Hotel in Chicago and for October 21 and 
the St. Nicholas Hotel in Springfield, these courses are open to 
physicians, nurses, nutritionists, school administrators and com- 

munity leaders in health and welfare organizations. Authorities 

in the field of parent we rn will participate in the sessions. 

Emphasis will be placed pregnant mothers and the 
value of guidance to oped in ‘in the care of small children. 


Chicago 
Clinic.—The Junior 


Grant to Epilepsy League of Chicago, 
Inc., has scented a $13,000 grant to the University of Illinois 
College of Medicine toward the support of the Consultation 
Clinic for Epilepsy. The clinic, which is iors by the Uni- 
versity’s department of psychiatry at Illinois 
atric Institute, is under the direction of Dr Pg on 

and Biologic series of eight 
lectures on “Applications of Organic :_%- to Biologic 
Problems” are being given by Alexander R. Todd, Ph. D., g * 


ing professor of biochemistry at the University of Chicag 

room P117 of Albert Merritt Billings Hospital| ob an the “Universit versity 
of Chicago, for eight consecutive Fridays, begi 

Dr. Todd is | of at U Uni- 


versity, Cambridge, E 

Funds to Expand Mental Hygiene Clinics.—The 
Advisory Committee to the Mental Hygiene Section of the 
Chicago Department of Health recently approved the alloca- 
tion of $24,175 in federal funds to expand psychiatric and 
mental hygiene clinics in Chicago. Clinics at Mercy, Provident, 

Presbyterian, and Women and Children’s hospitals will receive 
allocations to be used primarily for demonstration purposes. The 
money is being made availakle to extend existing psychiatric 

mental hygiene services. Funds are provided h the 
National Mental Hygiene Act for the 
mental hygiene programs. 

Recommendations of Health Survey Committee.—The 
Committee on the Chicago-Cook County "Health Survey will 
seck to expand the health protective activities of the Chicago- 
Cook County Health Department in 1949 by the addition of 
50 public health nurses, 25 sanitary inspectors, 12 dentists and 
3 dental hygienists to the Chicago Health Department. The 
committee also recommended the development of the division 
of nutrition, health education, mental hygiene, geriatrics and 
adult hygiene and public health statistics, as well as a beginning 
of the district health center system. committee pointed out 
that the Chicago Health Department should have in 1949 about 
“y additional personnel, professional and clerical, and a total 

of $600,000 additional in 1949 to cover their salaries, equipment 
expenses and to provide for Regarding the 
Cook County Department of th, the committee has 
suggested t recommendations 3. + divided over four 
years. Recommendations are being made for about 40 additional 
personnel, professional and clerical, in 1949; joint operation with 
the city of the vital statistics 4 to save funds and improve 
efficiency ; strengthening of t sing programs, especially in 
the t of imspection services; a more aggressive 
rodent control program, and improved garbag? collection and 
disposal. The committee, which is sponsored by the Health 
Department and by the Council of Social Agencies in Chicago, 
was formed to work toward the adoption of the many recom- 
mendations of the Health Survey made the 
Public Health Service for the improv 
of the metropolitan areas. 


MASSACHUSETTS 


Clinic F Available.—The Boston 
available a fellowship in medicine for clinic and — 
service. ae appointments will be made July 1, 1 
Fellowships are roved by the American Board of Internal 
Medicine in catia action of graduate training. salary is 
$1,800 per year without maintenance or $1,200 with maintenance. 


Automobile required. Address Frank E. Wing, Director. 
Boston University Centennial.—The Boston University 
School of Medicine is celebrating its centennial anniversary 
a Medical Sciences Friday afternoon. 
Out of state speakers included : 
my, Ge 9. Cori, St. Louis, Some New Aspects of the Action of 
n 
Dr. 


. A. A, 
(Physicians will confer a faver by sending fer this department 
items ef news ef general interest: such as relate te seciety activi- 
ties, new hospitals, education and public health. Pregrams 
should be received at least twe weeks before the date of meeting.) 
Theodore RK. Van Dellen, Rheumatic Heart Disease. 
Percy E. Hopkins, Acute Abdominal Emergencies. 
A round table discussion will conclude the afternoon's program. Oe 
Dr. Hopkins will Speak at the dinner on “Prepayment Medical De George W. Corner, Washington, D. C., Benjamin Rush and Mis 
and Surgical Care” and Dr. Harry M. Hedge on “Birthmarks.” System of Medicine. 
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MICHIGAN 


Foster Foundation Awards.— The Foster Foundation Com- 
mittee on Medical Prizes, Grand Rapids, announces the winners 
in the contest for medical papers published in he oe state 
and national medical journals prior to Jan. 1, 1948. Papers 
were judged by a committee up of members of the Uni- 
versity of Michigan faculty. The w cinnee, all Grand Rapids 

siciahs, were: (1) Robert M. Eaton, Imonary Edema,” 


“Pu 
(2) William H. V Henry P. Kooistra, 
“V aginal Hysterect with Radical Advancement of the Utero- 
sacral Ligaments for Pelvic Floor H ty in Cases Show 


ing Third > lan Uterine Prolapse,” $100; Aymer M. Hill and 
a 5 Webber, “Serum Phosphatase Values in Children 
ing Retardation in Osseous Development Low 
bolic Rates,” $100; in T. H 
“Arrest of Growth of Epiphyses,” 
Charles Herrick Celebrates 80th Birthday.—The eighti- 


— students, University of Chicago; George Bartelmez, 

D., professor of anatomy, University of Chicago; Davenport 
Hook ooker, Sc.D., editor, Journal of Comparative Neurology, Uni- 
versity of Pittsburgh: Elizabeth C. Crosby, Ph.D., professor of 
anatomy, University of Michigan, Ann Arbor; Reuben Strong, 
Ph.D., emeritus professor of anatomy, Loyola University, Chi- 
cago; Drs. Paul C. Bucy and Gerhardt von Bonin of the Univer- 
sity of [Iinois, ye aly, and Dr. Normand L. Hoerr of Western 
Reserve Medical School, Cleveland. Dr. Herrick is emeritus 

omparative Neurology 
MISSOURI 


Professor.—Dr. Warren Andrew, professor of 
anatomy at George Washington University School of Medicine, 
Washington, D. C., has been appointed the visiting professor of 


anatomy at Washington University School of — in 
St. Louis for a six month beginning September 1. Dr. 
Andrew is substituting for Mildred Trotter, Ph.D., who is on a 


years’ leave of absence. 
Physical Medicine Award.—Dr. Frank H. Ewerhardt, 
St. Louis, received the Golden Key Award of the American 
of Physical Medicine at a meeting in Washington, 
, “in recognition of long and distinguished 


lessor 
‘of Medicine, S St. Louis. 


NEW HAMPSHIRE 


chosen Dr. Thomas B. Walker, Portsmouth, as president and 
Dr. Ursula G. Sanders, Concord, secretary-treasurer. 

No Typhoid in Manchester.—<According to the health 
officer of Manchester no death from typhoid occurred in that 
city from 1935 to date, and no case of t occurred from 
1936 through 1945. One case developed in 1946 in a man who 
ate raw clams from a polluted area. 


NEW JERSEY 


Personals.—Dr. Richard E. Shope, Kingston, member of the 
Rockefeller Institute for Medical Kesearch, has been appointed 
associate director of the Merck Institute for Therapeutic 
Research. Dr. Shope is the recipient of the Alvarenga Prize 
and the John Phillips Memorial Award in 1937 and the John 
Scott Award in 1943.——Dr. Delma W. Caldwell, formerly an 
associate in medicine at Northwestern University Medical 
School, Chicago, has been appointed medical director of Stand- 
ard Oil Development 1y, research affiliate of the Stand- 
ard Oil Company. Dr ell is a graduate of Rush Medical 


e, Chicago, 1941. 


NEW YORK 


Postgraduate Lectures.—The Medical Society of the State 
of New York in cooperation with the New York State Depart- 
ment of Health has arranged a postgraduate lecture for the 
Tompkins County Medical Socicty at the Hermann M. Bi 


Memorial Hospital, Ithaca, November 15 at 8:0 A m. 
George N. Edson, New York, will Tt Medicolegal 
Syracuse, will address the nton County Medical 

the Champlain Hospital ‘Nu N 
8: 15 p. m., on “ 


MEDICAL NEWS 


Grants Support Rheumatic Fever Research.—The New 
York State Masons gave a $200,000 grant September 21 to 
seven colleges and universities for research in rheumatic fever as 
the initial gift in their long range program. The institutions 
receiving t ants from the Masonic Fund for 
Research and Human Welfare were Columbia University Col- 

lege of Phys s and Surgeons, New York; New York Uni- 
ed Bdlene Medical Center; Cornell University Medical 
School and Arthritis Clinic at New York Hospital, New York; 
Irvington House, Inc., Syracuse 
Syracuse; University of 


New York City 
Women's Medical Association.— At the fall meeting of the 
Women’s Medical Association of New York City, October 27, 
at the Beekman Tower Hotel, Dr. =o pm 


chief, Children’s Bureau, Washington, D will speak on 
“The World Health Organization.” 
Medical Center’s Teaching Program.—The New 


York University-Bellevue Medical Center announces that its 
teaching program for practicing physicians will be expanded to 
include ten hospitals instead of the seven included during the Aer 
year. The ballon sever is designed to bring to suburban and rural 
nonteaching hospitals the advantages of a working relationship 
with the University Medical Center (Tue Journat, Aug. 30, 
1947, p. 1559). Additional hospitals from the New York area 
will probably be afhliated with the Medical Center during the 

ic year. Hospitals participating last year will again 
have efitisticn. . Since the plan was inaugurated a year ago, 
requests have been received from more than fifty hospitals. The 
plan is financed by the W. K. Kellogg Foundation. 

Delafield Cancer Hospital.—The cornerstone of the six 
story Francis Delafield Hospital for cancer at 163rd Street and 
Fort Washington Avenue, Manhattan, was laid September 21. 
Mayor O'Dwyer was the principal _~- with brief addresses 
ery P. Cooper, President of P 


. This new city hospital is expected 
to be completed in August 1949, at a cost of $6,200,000, with addi- 
tional expenditure of $800,000 for equipment and furnishings. It 
will memorialize Francis Delafield, distinguished New York 
pone and physician (1841-1915), who worked at Bellevue 

ospital and Columbia University. The Francis Delafield Hos- 
coe is the second cancer hospital being constructed by the city. 

ith the 300 bed James Ewing Memorial Hospital, begun last 
year, overcrowding will be relieved in the City Cancer Institute 
on Welfare Island and the Brooklyn Cancer Institute. The 
agreement among the city, Columbia University and Presby- 
terian Hospital, is that the purpose of the new hospital will be 
“to provide care and treatment of inpatients and outpatients with 
cancer or other neoplastic disease and ta establish research into 
the causes, prevention and methods of diagnosis and treatment 
of cancer as well as to provide for the education of physicians, 
medical students, dentists and others in various aspects of 
cancer. 

PENNSYLVANIA 

Society News.—At the mecting of the Reading Eye, Ear, 
Nose and Throat September 15, Dr. Lewis K. Eliman, 
Philadelphia, chief in ya Philadelphia 
Hospital, spoke on “Lingual T 


Philadelphia 

Personals.—Dr. Gilbert M. Bayne, a graduate of the Uni- 
versity of Penntylvania School of Medicine, 1947, has been 
appointed as assistant medical director of Sharp & Dohme, Inc. 
——Dr. Wilbur H. Strickland was appointed medical director of 
the Mercy-Douglas Hospital. 

Allergy Meeting.—The annual scientific meeting of the 
Philadelphia Allergy Society will be held at the Philadelphia 
College of Physicians October 27 at 8: 3 p.m. Dr. Jean Crump 
will speak on “Use of Amino Acids in Eczema in Children, 
Dr. Howard C. Leopold on “Effect of Benadryl! on the Hemato- 
poietic System” and Drs. I. George and Jay 
man on “The Philadelphia Program for Ragweed Extermina- 
tion.” 


Hospital U University Agr t.— Agreement 
been reached on the ultimate combination 


60 
nday © ries J. Herrick, was 
at the Kent Country Club, Grand Rapids, October 9. Among 
those in attendance were: Basil Harvey, M.B., emeritus dean ef — 
38 Surgeons, and Commissioner Frederick H. Zurmuhlen of the 
8 
contributions to physica cme. Ur. assistal 
gg at Washington University 
nm prin- 
ci of the 
cli mies of Wie Department for and Injured 
of the Pennsylvania Hospital and the teaching organization of 
the Graduate School of Medicine of the University of Penn- 


602 


sylvania. Such a program would contemplate the erection of 
a central service building at the Pennsylvania Hospital, Eighth 
and Spruce streets, the ultimate vacating of the Graduate 
Hospital buildings, the consolidation of the staffs and the estab- 
lishment at the Pennsylvania Hospital of the major teaching 
service for the Graduate School of Medicine. 


TEXAS 

on Tumors.—A Tumor Postgraduate Course is 
being offered at the University of Texas School of Medicine, 
Galveston, October 25-28. Subjects to be discussed include 
neoplasms of the lymphoid system; tumors of the thyroid and 
esophagus; mediastinal tumors and cysts, and tumors of the 
trachea, bronchi and lungs. Guest speakers will be Drs. William 
FE. Adams, Chicago; John V. Goode, Dallas, Texas; Harry 
Hauser, Cleveland ; Clyde A. Stevenson, Temple, Texas; Arthur 
; Shields W and Don C. 


Grants for Research.—Among the grants received by the 
University of Texas Medical Branch, Galveston, are $9,400 from 
the National Foundation for Infantile Paralysis, Inc., to assist 


M.S., director of the Virus Laboratory 
Research has granted $10,000 for a two year period for the 
support of the research on the tropical rat mite in relation to 
its role as vector of filariae, under the direction of J. Allen 
Scott, Se.D., professor of vy. The Upjohn Company 
of Kalamazoo, Mich., has made a grant of $3,000 to the univer- 
sity to support research on antibiotics under the direction of 
Dr. Edgar J. Poth, professor of surgery and director of the 
Surgery Research Laboratory, and Lederle Laboratories of 
Pear! River, N. Y., has renewed a grant of $2,500 to the Uni- 
versity to support studies on rickettsial diseases. 


WISCONSIN 


County Societies Requested to Establish Emergency 
Service.—All county medical societies have been asked by the 


The Committee on 


bey 
80 were sent to their family physicians for follow-up and treat- 
ment, and 21 vised to 


Chalmers, 

Hale Center, Texas, has been appointed director, Division of 

Tuberculosis Control, Alaska of Health, succeeding 

. Gehrig, now of Boston. Dr. Chalmers was graduated 

from Boston University School of Medicine in 1934. He has 

Veterans Administration at Batavia, N. Y. eo | 
officer and school physician in the Fairport District, N 


CANAL ZONE 


Society of G Obstetrics) has recently been 
organized with Dr. G. Garcia de Paredes as Dr 
Julio A. Lavergne as secretary. The society hopes to 

the hi level of efficiency in the practice of the 
specialty to collaborate with similar ’ of other 
countries an exchange of scientific 

data and other 


MEDICAL NEWS 
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Society Election.—At the recent of the A 
Hospital Association in Atlantic City, John N. Hatfield, admin- 
istrator of Pennsylvania oad iladelphia, was chosen 
president-elect, and Joseph G. Norby, Milwaukee, assumed the 
office of president. Dr. Arthur C. Bachmeyer, director of clinics, 
University of Chicago, was reclected treasurer. 

a Palsy Film Production.—The National Associa- 

of American Business Clubs will raise $25,000 for the 6 

duction of an educational film on cerebral palsy. TCrlppted 
which will be produced the National Society for C 
Children and Adults, will be available to interested persons my 
groups. The American Business Clubs mg 
as a national project in 1927. Lawrence J. Linck, Chicago, 
executive director of the socicty. 


American 


fan Association M The American 
inical and Climatological Aasectation w its annual 
ee at the Homestead, Hot ‘ Springs, Va., November 8-10, 
under the presidency of Dr Francis M. emann, 
the speakers will be Dr. Hans Selye, director of the 
Institute of Experi ne and Sur . University of 


Montreal, Canada, who will give the Gordon 
on “The General- Adaptation 


—The second 
ymposi s and yo will be 
held October 28-30 by the aa Ne Moose with the 
cooperation of the University of Ch The sessions on 
October 28 will be — at Bdscoshenrt, ill, ‘and the rest at the 


ooseheart, 
with Dr. Anton J. Carlson, row Pe emeritus of physiology, 
University of Chicago as honorary chairman. 

Resolution on Animal Experimentation.—The Exccutive 
Committee of the American Association for the Advancement of 
Science, meeting in Washington, D. C., September 15, passed a 
resolution reafirming its conviction that — experimentation 
is essential for progress in the biologic and medical sciences. 
The association, regarding with apprehension the activity of 
certain groups which are attempting to prevent the use of 
unclaimed animals for study in qualified institutions of biologic 
medicine, believes that a supply of animals for research and 
teaching purposes should be assured, by legislation or ordinance 
where necessary, and not be left to the option of the local pound 
officials and private groups. 

Chemical Soc Awards.—The 
Socicty has awarded Dilworth W. Wool 
of the. Rockefeller Institute for Medical esearch, New York, 

Li Company Award in biologic ’ 


Woolley received the Eli Lilly award in yy in 

and the American Pharmaceutical Manufacturer Association 
conferred its first research award on him last April during the 
meeting in Havana. The $1,000 Paul-Lewis Laboratories Award 
in enzyme istry was given to Albert L. Lehninger, 
assistant professor of biochemistry with the ee 
and metabolism 


i to programs 
to combat heart diseases throughout country and strengthen 
exist associations. Requests for the of addi- 
tional associations have received from forty cities 


heart disease including encouragement of proper hospital and 
follow-up care, deve and improvement of cardiac clinics 
and coordination extension of vocational ining and 


es chairmanship of Martin L. Reymert, Ph.D., director of the 
Personal.—Dr. Ira F. Thompson, Beloit, was elected presi- 
dent of the state board of health at its July-August mecting. 
He succeeds Dr. Gunnar Gundersen, La Crosse, who was Vv 
recently elected to the Board of Trustees of the American 19 
Medical Association. 
State Medical Society of Wisconsin to take “immediate steps 
to assure the public that it will be able to secure medical attention 
at night or in emergencies.” The Council of the society has 
requested that all county socicties, groups of physicians, or physi- 
cians and hospitals having any arrangement for night or emer- 
gency service already in operation take steps to explain their 
existence and operation to the public through the newspapers recognition is research on vitamins and antivitamins. Dr. 
and radio stations. 
Hearing Tests of School Children 
Hearing Defects of the State Medical Society reports 1 
has tested 7,126 school children in several demonstration areas 
the past year efforts have been concentrated in a half dozen 
counties, with plans to expand the program later to the rest of 
the state. 
ALASKA states. ccording to Dr. r . KR. q 
director, local affiliates are vitally needed to direct and coordinate 
a wide range of services in the prevention, care and treatment of 
employment programs for cardiac patients. A Research = 
tions Committee is to be elected by the Scientific Council of the 
association to develop the continuing research program. 
Impostor Poses as Representative of A. M. A.—An 
i ssociation purpose inspecti 
oes Gynecology and Obstetrics Society. — The hecpieal tebesatesion has been operating in and around New 
Panamefia de Ginecologia y Obstetrica (Panamanian York City, After completing his task he asks the hospital to 
cash small checks drawn on the First National Bank of Seattle, 
in which city he claims residence. Checks have been returned 
marked “unable to locate account.” This man calls himself 
variously Dr. Rumerick, Dr. Haff or Dr. Alex O. Hoff. The 
New Association has described “Dr. Hoff” as 
a = y built, height 5 feet 9 inches, weight 140 pounds, 
and of complexion.” He is reported as having a mus-, 


MARRIAGES 603 


The council on Medical 
Chicago. 


Medical Association, 535 N. 


: coordination 
th and social assistance in call Latin- <i 


esenting 20 na 


England 
rs are: Sir Lionel W 


i 


i 


formations Which Cause Persistent Cyanosis with — 

Emphasis on Those Amenable to Richard J 

of Catheterization Heart and om 

Diseases” ; John D. Keith, Toronto, So. “Angiocardiography 

in Congenital Heart Disease,” and Alfred Blalock, a 
Md., and Willis J. Potts, “Surgical Management 

Congenital Cardiovascular A ies.” A Latin American ses- 


Félix Hurtado at which the speakers will be 
Jesus Lozoya Solis, Méxi D.F.; 

Guatemala, Guatemala; and J. G. urtado and 

Arturo J. Aballi, Habana. 


The Lasker Awards.—Winners of the 1948 patent Awards 


Geeeen Ph.D., of Rutgers University, New Brunswick, N. J. 
and Rene J. Dubos, Ph.D., of the Rockefeller Institute for Medi- 
cal Research, New York, jointly, a studies of the antibiotic 


in Dr. Waksman's case 
also for the discovery ; Vincent du Me ge 
Ph.D., Cornell dical College, York, “for 

studies of transmethylation the chemistry of 


inte outstanding administrative achievement Lasker Awards 
to Martha M. Eliot, associate chief, U. S. 
Childers Bureau, Washington, D. C., “for organization and 
operation of the Emerg Maternity and Infant Care Pro- 
and to Dr. Rolla E. National Institute of 
ealth, Bethesda, Md., “for tion and administration of 
the Research Grants Division the National Institute of Health 
of the U. S. Health Service.” The Lasker Award 
for this year will be presented to the Department of ag 
Surgery, Veterans es 
R. Hawley, its former chief medical di wd i. F Paul B B. 
Magnuson, chief medical director, “in eta =! the 
to modern 


a gold the classical statue, i 

hrace, used in this instance as a symbol of over 
death and disease, for individual winners, and a silver statuette 
for group award wi . A leather-bound citation, hand 
illuminated in the style of the Middle accompanies each 
award. presentation will be made November 11 at the 
American Public Health Association's 

CORRECTION 


Amberlite."—In the answer to the query in Tue Jovrnat, 
is still .-y investigational use, whereas it has 


Kennetn L. Coovey, N. to Mrs. June Stone 
McKillen at Canandaigua, N. Y., June 19 

Joun Vernon Hume, Charleston Mo., to Miss Barbera 
Jo Walker of Memphis, Tenn., June 26. 


Weaver of Philadelphia, June 

Mastin De Forest Suitn sd New York, to Miss Patricia 
Green of Islip, N. Y., in June. 

WuuaM F. Binxtey, Sidney, Ohio, to Miss Jacqueline P. 
Benfer of Columbus, in June. J 


Joun L. McCrenanan, New York, to Miss Rita S. Bullitt 
of Oxmoor, Pa., June 5. 

dale, Miss. June 26, 


Nowses 
Numsee 8 
tache and brown hair parted in the middle and wearing glasses. 
Accredited representatives of the American Medical Association 
had previous 
doubt, contact 
tals, American 

Panamerican Medico-Social Congress.—The second Pan- 

american Medico-Social Congress will be held in Lima, Peru, 
December 3-10, under the auspices of the Peruvian government. S00 W! 5a y p.m. rection 
Sub s of public 
heal countries, 
of the medical profession in social security and social insurance, 
ing the insane and coordination of plans for medical studics of EE 
in Latin-American countries. Those planning to attend may contribution in the fields of medical research and ic health 
obtain information from Gilberto Morey Sotomayor, Secretary, 
Second Panamerican Medico-Social Congress, Asociacion 
Medica Peruana Villalta 218, Apartado 926, Lima, Peru. 
first formal 
iety of Hematology was held 
23-26, with more than 700 
te biotin and penicillin. 
meeting will be held in 1950 in po The 
officers elected for the next two yea hitby, 
regius professor of physic, Cambridge University, Cambridge, 
ho president ; Dr. Marcel Bessis, Laboratoire de Recherche, 
53 levard Diderot, Paris, France, secretary general (Europe) ; 
Sol Haberman, Ph.D., Baylor University Hospital, Dallas, 
Texas, secretary general (Western hemisphere), and Dr. Martin 
Hynes, department of medicine, Cambridge University, Cam- 
bridge, England, secretary-treasurer of the congress. 

Incidence of Poliomyelitis.—The U. S. Public Health 
Service reports a total of 1,527 cases of poliomyelitis for the 
week ended October 2, as compared with 1,608 the previous 
week and 1,840 for the next earlier week (the highest weekly the millions of veterans who helped in the defense of America 

138 figure this year). This week's figure brings the total to date during World War II.” The awards consist of $1,000 each, and 
to 19,179, as compared with 7,290 in 1947 and 18,502 in 1946 for 
48 the corresponding period. The principal current increases 
occurred in New York, Ohio and South Dakota. The largest 
numerical decreases occurred in Minnesota, New Jersey, Penn- 
sylvania, Nebraska, Kansas, Texas and North Carolina. The 
incidence in California declined from 310 to 307. As both the 
cumulative total of reported cases to date and the current week's 
are above the corresponding figures for hy 
expected to equal, if not exceed, that for 1946 (25,196). 
case fatality rate in both North Carolina 
ngeles is about 4 per cent. Assuming no significant 
the fact that, in recent years, the death rate 
| is has not increased in comparable measure with 
would indicate the reporting of a larger pro- 
of mild nonparalytic disease in recent years. 

National Board of Medical Examiners.—At the annual “amberlite IR IV” was used in the answer. The anion exchange 
meeting of the National Board of Medical Examiners the resin used in resinat ® is a pees fomaldehyde resin, some- 
number of candidates taking the various parts of the examina- ‘im™es designated as “amberlite XE 58.” 
bers were elected to the board: Dr. Russell L. Haden, Cleve- 
land, who was nominated by the Council on Medical Education 
of the A. M. A.; Dr. Paul B. Magnuson, Washington, D. C., Marriages 
medical director of the Veterans Administration; Dr. Winfred 

versity, W C.; Dr. of _Ricuarp D. River, Riverside, Ill, to Miss Constance Lila 
ccsistant director of Harvard School of Public Health, Beebe in Montreal, Que., Canada, June 
Boston, and Dr. Eugene A. Gillis, Washi D. C.. who Craupe Gisson Hooren Jr., Lynchburg, Va., to Miss Martha 
succeeded Dr. Warren wig Washington, by C., as a second Anne Jackson of Dade City, Fla., June 20. 
fo ey ae from the U. S. Public Health Service. The 
s elected were Dr. Borden S. Veeder, St. Louis, president ; 
Dr. J. Stewart Rodman, Philadelphia, medical secretary, and 
Mr. Everett S. Elwood, Philadelphia, executive secretary and 
ae oe | that ry meeting Va., to Miss Barbara 
a me ace annual sessiort ac Donald rien, Conn., June 12. 
Amer- 
Haddon 
y 
oomey, Cleveland. Included in the many 
is a discussion on present day attitudes 
and among the panels one on rheumatic 
um on —— cardiac disease held Mon- 
Gibson, Chicago, will discuss 
the Standpoint of the Pediatrician”; Helen 
Po Baltimore, Md., “Differential Diagnosis of Mal- 


Herschel Frank @ Waco, 
McGregor, Texas, exas, Jan. 6, 1 
of Medicine, Nashville, Tenn., 1900; 


District, 
Association of Texas; res 
Medical Society; in 19 dm to the state board of medi- 
examiners, serving as chairman of the reciprocity committce 
for many years, and at the time of his death as secretary of 
of State Medical Boards; fellow of the American College of 
Surgeons; during World War I was sent overseas as chief of 
surgical service of Base ospital number 90, serving first as 
i city commis- 

sioner, mayor of Waco and member of the board directors 
crest i he surgical 
of he Providence Hospital ; fod 1931 con- 
the Veterans Administration Hospital ; medi- 
micable Life Insurance Company and for 
= years local surgeon for the Missouri-Kansas-Texas Rail- 

died July 16, aged 70, of coronary occlusion. 

Anatole Kolodny ® New York; born in Kazan, Russia, 
Nov. 23, 1892; received Ph.D. degree from University of Basel, 
Switzerland, in 1912, and M.D. from the Imperial University 
of Kazan Faculty of Medicine, Russia, in 1917; formerly on 
the faculty of his alma mater and assistant in pathology at the 
Pathological Institute in Berlin; at one time on the faculties on 
State University of lowa College of Medicine in. lowa 


in Dalthnose in 1920 and 1927; member of the American Asso- 
dation of Pathologists and Bacteriologists, American Associ- 
ation for Surgery of Trauma and the American Association 
for Advancement of Science; fellow of the American College 
of Surgeons; during World War I served with a Russian bat- 
talion attached to the French Army and also on Turkish and 
Western fronts as a regimental physician; had been decorated 
with the Cross of St. George for bravery in the Imperial Rus- 
sian Army in the field; served on the staffs of Beth-El Hos- 
pital and the Hospital for the Aged, Brooklyn; author of 
monographs dealing with pathology and surgery; died July 
8, aged 55, of carcinoma of the esophagus. 

Nelius Julian Nessa @ Sioux Falls, S. D.; born in Preble, 
Minn., Nov. 3, 1880; University of Minnesota College of Ra 
cine and Surgery, "Minneapolis, 1905; past president of the 
South Dakota State Medical Association and = Sioux Falls 
Seventh District Medical Society, specialist certified by the 

; of i member of the ‘Tens of Dele- 


Radiological 4 A North Amer- 
ica; member of the yet — Ray Society; served 
as a first lieutentant in the medical pi a World War I; 
member of the Selective Service bond during World War I, 
president of hospital staffs and senior radiologist to the 
cKennan and Sioux Valley hospitals; died in Rochester, 
Minn., yh aged 67, of acute leukemia. 

Samuel McCullagh, New York; born in Philadelphia, Feb. 
21, 1876; University of Pennsylvania Jepartment of Medicine, 
Philadelphia, 1898; specialist certified by the American Board 
of Otolaryngology; member and formerly vice hy of the 
American Laryngological Association; member of the American 
Laryngological, Rhinological and Otological Society; fellow of 
the American College of Surgeons; established a medal and 
sufficient funds to endow it at the New York Rests of Medi- 
cine; received the Dist 
France during World War 1; consulting Ky 


Manhattan Eye, Ear and Throat Hospital ; J 
72, of chronic cardiac valvular disease 
rederick Whi Davis, Chinchilla Pa.; born on Feb. 
24, 1874; Jefferson Medical College of Philadelphia, 1898 ; 
member of the American Medical Association; formerly secre- 
tary of the Lackawanna a Medical Society ; received cita- 
~~ 4. from the Serbian and Yugoslavian governments for his 
services against a typhus Balkan states after 
World War I, during whic 
time medical di 


overseas; at one 
aged 


DEATHS 


University of 
ular U. orld Wars I and II; on 


an he’ Deaconess Hospital, where he died June 25, 
Almena, Wis. ; 


Thomas Arneson, 

Surgeons, Keokuk, Iowa, 1898 ; Medi- 
cal Association; served during World Wer" I; died June 29, 
aged 78, of epithelioma of the penis. 

Paul Beauchamp, Science Hill, Ky.; Chattanooga (Tenn.) 
Medical College, 1896; died in June, aged 78, of heart failure. 

James Wesley Benham, Columbus, Ind.; Louisville iy.) 
Medical College, 1896; member of the American Medical A 
ciation ; served during World War I; died June 26, aged 79, of of 
coronary occlusion. 

Luthard N. Bergh @ Montevideo, Minn.; University cof 
Minnesota College of Medicine and . Minneapolis, 1906; 
on the staff of Montevideo Hospital ; division surgeon for the 
Chicago, Milwaukee and St. Paul Railway; died June 2, aged 
67, of coronary disease. 

Frank Simons Bissell, Los Angeles; Racer | of Minne- 
sota College of Medicine and Surgery, Minneapolis, 1902; at 
one time on the faculty of his alma mater; served as vice 
president of the Radiological of North America; acci- 
dentally killed June 27, aged 69, while crossing a road in 
Glendale. 


of Physicians and 
the American 


Edwin A. B Sanford, M Mich. ; er Val- 
ley Medical — ; died enti 1, aged 78, of arterio- 
sclerosis and cerebra 

John C. Blinn, Sndanae ‘Ohio: Homeopathic Hospital 

College, Cleveland, 1884; died in New Philadelphia June 14, 
aged 92, of myocardial infarction. 
¢ Warren Oscar Christenson, Wellsville, Utah; Rush Medi- 
cal College, Chicago, 1915; member of the American Medical 
Association; served as vice president of the Utah State Medical 
Association; formerly mayor ; 
the Wellsville- Menton Conservation District; died June 20, 
aged 76, of heart disease. 

Willard Olin Clark ®@ Lewiston, Idaho; Kansas Medical 
College, Medical Department of Washburn College, Topeka, 
1912; fellow of the American College of Surgeons; past presi- 
dent of the Idaho State Medical Association; served i 
World War a affiliated with St. Joseph's Hospital; died June 
1, pF 62, of cerebral hemorrhage, hypertension and arterio- 


“Eile (“he Collins, Linesville, Pa.; Cleveland Medical Col- 
lege. Homeopathic, fone 16, aged 91, of auricular 
fibrillation. 

Knox Rose Freytag, Oakland, Calif.; Northwestern Uni- 
versity Medical School, Chicago, 1946; entered the medical 
corps, Army of the United States, as a first lieutenant on Jan. 
28, 1947; later promoted to captain; stationed at a 
General Hospital in San Francisco; honorably discharged; died 
May 5, aged 27. 

Philip Hallock, Beverly Hills, Calif.; University of Minne- 
sota Medical School, Minneapolis, 1929; formerly on the faculty 
of his alma mater ; member of the American Medical Associ- 
ation and Central Society for Clinical Research; fellow of the 
American College of Physicians; served during World War II; 
died in Los Angeles June 29, aged 45, of coronary occlusion. 

James Jones Hudgins ®@ Paragould, Ark.; University of 
Arkansas School of Medicine, Little Rock, 1912; died June 12, 
aged 59, of melanoma-sarcoma of the right eye. 

James Edgar Hunt, Inglewood, Calif.; Maryland Medical 
College, Baltimore, 1909; died June 20, aged 67, of acute pul- 
monary edema. 

Richard Bush Hunter, Winchester, Ky.; Medical College 
of Ohio, Cincinnati, 1897; died in the Clark County Hospital, 
June 13, aged 74, of coronary heart disease. 

Charles F. Judson, Wynnewood, Pa.; University of Penn- 
sylvania ey of Medicine, 1893; formerly on the staffs 
of —* wh Children’s hospitals in Philadelphia; died June 


& of Otolaryngology ; the 
staffs of lowa Lut lowa Methodist and Mercy hos- 
pitals; died May 28, aged 67, of coronary thrombosis. 
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Deaths 
Texas; born in 
University School 
as chairman of the 
beard of councilors, for man rs councilor of the Twelfth 
gates | to | 
& 
Robert eee Lynch @ Des Moines; Northwestern Uni- 
versity Medical School, Chicago, 1906; member of the American 
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ohn H. Dawson, Ga.; Atlanta Medical 
; member of the American Medical Association 
June 25, aged &6, of arthritis and uremia. 


iam Lipschi 
pital, Brooklyn, died” died Tene pom 


Administration 
Tompkins Pomeroy 

of Medicine and Surgery, 

World War I; formerly director of the 

pital in Veterans Home; died June 20, aged 71, of 


Hos- 


; died in St. July 8, of 


; was shot and killed July 8 aged 68. 


on Riely @ Baltimore ; ar ne en of Maryland School 
of Medicine, Baltimore, 1897; cl 


Ortho- 
paedic Association ; affiliated with the Cambridge-Maryland Hos- 
ital, . University Hospital fot K 


ind coronary 
; State University of lowa ne} 


; served 
the United States, during World War II; senior 
Reomamhiadinnten at St. Luke’s Hospital; died at his 
, September 28, aged 46, of carcinoma. 
Stephen Sampson rr eee. N. C.; Tennessee Medi- 
Knoxville, the ‘Cleveland 


; College of Physicians 
Medicine of the University 
ish-American War and 
dministration Hospital in 
lerosis. 


llinois, 1902 veteran of the 


lil, July 30, aged 74, of pneumonia and 


of Medicine, 1933: member of the 


State Medical Association: serves served during World War II; 
on the staff of the C Hospital: was killed near Ross- 
ville, i. July 14, an acre 
Bohumil Sladek, Cicero, Ill.; Col of Physicians and 
died July aged 77, of cerebral 


Herbert Frederick Spierling @ Chicago; 

University Medical School, 925 ; mS of the 

Of the Jackson Park Hospital, where he died July 3, aged 53, 
of hypertension and ilateral nephrosis. 


land @ Auburn, Wash. ; 
Wa on Univer School of M . Washington, D 


1927; affiliated — Auburn General Hospital ; director 
the Bank of A died in. the Virginia Mason Hospital, 
Ollie Herbert Treadway, Pittsfield, II; i 
Missouri School of M lied the 
Community Hospital, July 14, aged 87, of coronary 
Carl Treder @ Schenectady, N. Y.; 
College, 1907; past president and secretary of the henec - 
iy County Medical Society; formerly on the faculty of the 
yracuse University College of Medicine; for many years city 
health commission served as assistant pathologist and bac- 
of Glenville. county coroner and school medical inspector for 
a district number 2, town of Glenville; died July 20, 


Loughlin Tully, Newton, Mass.; Harvard M 
School Boston 1916 served during World War I; 
1, aged 58, of carcinoma. 


William Chester Vernon @ Okmulgee, Okla.; St. Louis 
School of 1916; served World 
for Okmulgee draft board 


medical ¢ county 
during Workd War TI: formerly affiliated with the Indian Ser- 


Oknulgce City. gee City Hospital July. 17, aged 55, of melano- 
Charles Ind.; Medical College 
of Indiana, Indi is, : of the American Medical 
Smee served during World War I; formerly county 
staff of the Elkhart Hospital, where 


coroner ; 
he died July 27, aged 73, of congestive heart failure. 

James Knight Wardwell, Boston; Harvard Medical School, 
Boston, 1905; served on the staff of the Massachusetts Woman's 
Hospital; died July 29, aged 67, of heart disease. 

Herbert Baker Whitney, Harvard Medical 
School, Boston, 1882; professor of medicine. emeritus at the 
University of Colorado School of Medicine; member of =o 
9 Clinical and Climatological Association ; 

of Colorado State Medical died in Luke's 
of coronary thrombosis. 

Alfred Wiener @ New York; College of Physicians and 
Surgeons, medical department of Columbia College, New York, 
1889; member of the American Academy of Oe ey and 
Otola : affiliated with the Montefiore and St. Luke's 
hospitals; died July 21, aged 81, of arteriosclerosis. 

Sard Wiest, Portland, Ore.; Gross Medical College, Denver, 
1892; member of the American Medical Association ; died July 
6, aged 80, of coronary thrombosis. 

Francis Marion W Tulsa, Okla.; University of Okla- 
homa School of Medicine, City, 1910; in a local 
hospital July 12, aged 75. 

Starling 


Rilie Edward Williams, Cuyahoga F 
Medical College, Columbus, 1898 ; died July 9, 
nary occlusion. 

Alfred Herman Winkel @ Stanwood, Wash.; Washington 
University — of Medicine, St. Louis, 1911; fellow of the 
College of Surgeons; served on the staffs of King 

Provi and Columbus 


County, Swedish, dence hospitals in 
died in Camano Island July 11, aged 61, dt ctimne of 
prostate. 

Benzion W Chicago; Bennett Chicago, 
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William Hill Lewis, Siloam, Ga.; Atlanta School of Medi- 
cine, 1908; member of the American Medical Association; died 
June 29, aged 65, of heart disease. 
John Clarence McGrath, Nelsonville, Ohio; Ohio Medical 
- University, Columbus, 1898; died June 20, aged 78, of arterio- 
Aloysius Patrick Nachtwey @ Dickinson, N. D.; Milwau- §4" Medica » Ann Arbor, 1903; died at Pickeral , 
kee Medical College, 1912; member of the House of Delegates July 20, aged 69, of carcinoma of the stomach. 
of the American Medical Association from 1936 to 1947; past P yn Bodine Stalker, Indianapolis; University of Louis- 
president and secretary of the Stark County Medical Society; ville (Ky.) Medical Department, 1898; member of the American 
died June 29, aged 59. Medical Association ; World 
ohn Robert Owens, North Canton, Ohio; Western Penn- ™ ra or eral Court; on the stahs o 
Medical College, Pittsburgh, 1897; member of the the, Methodist and St. Vincent's Hospital, where he 
American Medical Association and the Medical Society of the July 6, aged 72, of coronary occlusion. , 
State of Pennsylvania; died June 6, aged 76. e 
Carl Wilhelm Paulson, Los of Minne- 
occlusion. 
Henry Buron Powell, Gadsden, Ala.; University of Ala- 
bama School of Medicine, 1910; member of the American Medi- 
cal Association; physician for Republic Steel Corporation; 
served during World War I; died in Baptist Memorial Hos- 
pital, June 24, aged 64, of cerebral thrombosis. 
Daniel Lewis Rectenwald, Pittsburgh; Western Pennsyl- 
vania Medical Col Pittsburgh, 1903; also a graduate in 
pharmacy 
pneumont 
138 Arthur Augustus Reeder, Portageville, Mo.; Vanderbilt 
University School of Medicine, Nashville, Tenn., 1901; mem- 
8 ber of the American Medical Association; for many Pw 
member of the board of education; died July 25, aged 73, of 
heart disease. 
James S. Reynolds @ Minneapolis; University of Minnesota 
College of Medicine and Surgery, Minneapolis, 1905; fellow 
of the American College of Surgeons; past president of the 
Minnesota Academy of Ophthalmology and Otolaryngok 
and the Hennepin C 
St. Barnabas Hospital 
surgery at his alma mater; specialist certified by the American 
ospital in InsDUr 
76, of lobar pneymonia 
Percy Jay Ross, Ch 
of Medicine, lowa City, 
Association and the American Academy of Ophthalmology and 
Otolaryngology; specialist certified by the American Board of 
( 
ot 
in 
c 
Hospital; formerly served as a member of the city council 
and as president of the chamber of commerce; died July 13, 
aged 80, of angina pectoris. 
Carl Gustaf S. Rydin, Chi 
Sur, 
of I 
Wo 
Downey, 
Hiram 
Hopkins 
affiliated with the 
v 
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Foreign Letters 


LONDON 
(From Our Regular Correspondent) 
Sept. 18, 1948. 


The Minister of Health and the National Health Service 


standard of 2,400 calories a day is too much 
@ is sufficient for all except heavy manual workers. 


LETTERS 


The calory level of the British diet is 2,800. He based his con- 


A. M. 
23, 1948 


(From Our Regular Correspondent) 
Sept. 1, 1948. 
Food. Consumption in France from 1940 to 1947 
It is only now that the results of the various investigations, 
started in 1940, are brought up to a definite point by the Nutrition 
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a clusions on a large scale experiment made with scientific 
— thoroughness on 4,000,000 persons in Switzerland. This showed 
that the amount of calories, proteins and fats considered essential 
in civilized countries is utterly unnecessary. One gram of pro- 
world is imbued with the idea that an agreeable taste goes 
eee hand in hand with nutritional value. But Fleisch’s experiment 
Speaking at the annual dinner of the Society of Medical disproves this. A large part of the meat and eggs caten before 
Officers of Health, Mr. Bevan, the Minister of Health, was very the war and of the refined fats, sugar, white bread and macaroni 
optimistic about his achievement. He regarded the present year could have been replaced by vegetables, fruit and darker bread. 
as memorable “because it had witnessed the great Health Act.” Today, when great nations are suffering from hunger it is 
There was a section of the community more harassed than any absolute waste if large quantities of wheat are converted into 
other by the possibility of surgical and hospital bills—the middle eggs, with the loss of 90 per cent of the nutritive value. In 
and professional classes. He had feared that unwholesome Switzerland potatoes were added to flour HI large quantities 
propaganda migh} persuade them to stand outside the Act. That of skim milk were drunk. Eggs were rationed to one or two 
danger was past. The last figures indicated that between 92 and 4 month: the blood of slaughtered animals was used for 
93 per cent of the population had already signed up with their sausages; fat was made from substances normally used for soap, 
doctors. They were coming in now at the rate of 150,000 a and other fats were extracted from bones, tobacco seed and 
week, and it appeared that by the end of the year practically beech nuts. Linseed oil, instead of being used to paint houses, 
100 per cent of the population would be in. He was delighted. was eaten mostly in dehydrated form. It did not taste good 
This meant that the health service would be a classless service fut was easily digested. As a result there were no queues at 
“y aed age, of the community would be in full enjoyment the food shops. These are now normal all over Britain. 
its ts. 
There had been complaints from some quarters about the Artificial Insemination 
number of spectacles that had been supplied. The only mis- A commission appointed by the Archbishop of Canterbury 
giving he had was that now nearly everybody would be able to and consisting of clerics, physicians and lawyers has presented 
read some of the nonsense that had been written about the Act. its report. All the members agreed that “assisted insemination,” 
It was to be expected that in the first year there would be a rush as a sequel to normal or attempted normal intercourse between 
for some of the facilities, but that would settle down when the husband and wife, may be justified. With one clerical member 
novelty wore off. He was delighted to see that the dentists were ‘dissenting, the commission also found that, when assisted 
now coming in more quickly. In his self congratulation the ™semination is inapplicable or ineffective, other methods of Vv 
Minister did not reply to any of the criticisms of the Act. Their “Sing the husband's semen may be employed, even if there is no 19 
validity will soon be put to the test. One question may now be _ Practical alternative to masturbation. _ All the members, except 
asked. If 100 per cent of the population, or something near it, "ther cleric, agreed that artificial insemination with donated 
are coming under the Act, where is the private practice, which %¢™en brings about a breach of the marriage; it violates the 
many doctors believed would be preserved? What about the **¢lusive union between the husband and wife, defrauds the 
freedom of the doctor to work under the Act or in private “Hild begotten and deceives both his putative kinsmen and society 
practice as he preferred? If the Minister is correct, private %* ‘arge. For donor and recipient the sexual act loses its 
practice can continue on only a very limited scale. personal character and becomes a mere transaction. For the 
child there must always be the risk of disclosure. With the 
Streptomycin Treatment of Tuberculosis same member dissenting, the commission judged the use of 
The Ministry of Health has issued an important statement donor semen to be wrong in principle and contrary to Christian 
on the streptomycin treatment of tuberculosis, so that all who standards. 
are likely to use the drug should be aware of its limitations and PARIS 
dangers. Clearly streptomycin is not a panacea. 
The production of streptomycin-resistant strains of Myco- 
bacterium tuberculosis is the greatest potential danger. Thus 
a patient with very carly pulmonary disease who might have 
responded to other recognized forms of treatment alone, but 
who is given streptomycin prematurely, may be found, in the 
event of relapse or extension of the disease, to be beyond the Section of the National Institute for Hygiene. J. Tremolieres 
reach of streptomycin therapy. There is a risk of persons with and G. Pequignot and his co-workers have conducted tests, under 
old chronic cases spreading infection with streptomycin-resistant the form of enquiries in families and groups. All the food- 
Strains, so that patients acquiring meningeal or miliary tuber- stuffs consumed during one weck were weighed according to a 
culosis from them cannot hope, in their turn, to be benefited by method recommended by Professor Bigwood ; food composition 
streptomycin. However, the value of the treatment is considered Charts developed by the combined working committee of the 
so great that beds in two categories, (a) tuberculous meningitis United States and the United Kingdom were used (and for 
and acute miliary tuberculosis and (b) tracheobronchial tuber- Paris those of Madame Randoin). From 1940 to 1945, four 
culosis, are being allotted in hospitals all over the country. principal alimentary groups were noted: (1) Marseilles and the 
Mediterranean region, where the consumption of calories falls 
Do We Eat Too Much? to 1,500, the proteins to 15; (2) Paris and Lyons: calories a 
Prof. A. Fleisch, president of the Swiss Federal Commission little higher ; proteins, 20 Gm.; (3) rich rural regions: calories, 
for Nutrition, caused a stir in the physiologic section of the 3,000; proteins, 35 Gm.; (4) industrial cities of secondary 
British Association for the Advancement of Science by stating importance: alimentation slightly richer than in Paris and 
that we are cating too much. He claimed that the United Lyons. Differences in mortality correspondieg to these groups 
_and that to 1944, the mortality rate was increased by 50 per cent in com- 
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tuberculosis. Since the third quarter of 1946 improvement in 
the food supply has occurred, but, as the improvement has been 
in foodstuffs not subjected to taxation, it results in a great 
inequality in the distribution, the coefficient of variation 
SO per cent for animal proteins and 36 per cent for lipids. 

Nutritional Unbalances—Madame Randoin, a member 


years. persons 
receive milk only from time to time; other adults, with the 


general improvement, the predominating departure from the 
normal occurring at the ages from 13 to 15. As a rule, sub- 


| 


in the 
buttocks (an area where circulation is normally already reduced). 
The trunk is relatively spared; on the abdomen, the temperature 
decreased until 1945-1946 and rose thereafter; the temperature 


P. Duquenois, in his capacity of expert for 
proprietary medicines, has had to examine a large 


advisers of those in charge of national and world economy. 


TURKEY 
(From Our Regular Correspondent) 
Ankara, Sept. 14, 1948. 


Q Fever Investigation in Turkey 

Prof. R. Parker, Director of the United States Rocky Moun- 
tain Spotted Fever Laboratory, informed the Ministry of Health 
in Turkey that Q fever antigen had been obtained from goats 
imported from Turkey. In 1947 Prof. Dr. George Blanc of the 
Pasteur Institute of Casablanca came to Ankara to lecture on 
Q fever. Thereupon Dr. Said Golem of the Ankara Central 
Institute of Hygiene asked Dr. Parker for antigen. Prof. Blanc 
sent engorged ticks of Morocco stock. Inoculating guinea pigs 
Muhtar Derman of the control service of the institute produced 
the second antigen series for the scrologic tests. Dr. Niyazi 
Musa Erzin, director of the Ankara Institute, who studied at 
the Robert Koch Institute in Berlin, directed the investigation. 
Dr. Sabaheddin Payzin, chief of the serum control laboratory, 
collected serums from hospitals. Dr. Said Golem searched for 
antibodies in human and animal serums and isolated stocks. 

The first patient was Dr. Ali Korur of the Ankara Model 
Hospital, who in February 1947 suffered from atypical pneu- 
monia and was treated at the hospital. The disease began with 
malaise, slight fever and chills, increase of fever the next day 
and pain in the left upper part of the chest, the pain increasing 
with deeper breathing. Roentgenograms revealed a pneumonia 
focus at the upper lobe of the left lung; two days later a second 
focus had developed; three days later a third, and four days 
later the roentgen examination clearly indicated the disappear- 
ance of the foci. The roentgenogram made after the patient 
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parison with 1936 to 1938; in Paris and Lyons (Seine and nine times out of ten with the formula in samples gathered 
Rhéne) by 20 to 30 per cent (persons over 70, children under 4 immediately after production. On the contrary, the same pro- 
and those from 10 to 19 are the most affected); in the rich rural  prietary medicines taken at the druggist’s or after having 
regions the rate diminished by 10 to 20 per cent; the decrease is stayed some months in the laboratory did not yield the same 
more accentuated in 1945. This decrease is conspicuous among fate. The amount of vitamins C and D diminishes with the 
persons aged 20 to 69 and especially with respect to deaths from = quration of the storage: three times out of ten it was half the 
one advertized; in 1 case it was not possible to detect the vita- 
. min C. It is oxidation, little to be feared when the vitamin is 
in the crystallized state, that interferes with conservation, espe- 
cially when the humidity rate attains 10 per cent. 
Inquiry on Food and Nutrition 
National Academy of Medicine, has just ex On the initiative of the Nutrition and Food Commission of 
ances are mostly due to deficiencies in ani the National Academy of Medicine, A. Mayer, at one of the 
and vegetable lipids, calcium, vitamin C ( last meetings, gave a report on the food crisis in France. A 
months) vitamins of the B, group, and comparison between the metropolitan prewar production and 
and vitamins A and D. The dairy products that of 1946-1947 shows serious deficits in glucides, fats and 
cheeses) are those that have been most lacking the last cight milk: 
. . 19.40 1946-1947 
exception of expectant and nursing mothers, never have any. Wheat.............0.....  S,00/080 quintals 32,000,000 quintals 
Growth Disorders.—In 1944 the maximum stunting of 14 year Potatoes................. 150,000,000 quintals 114,000,000 quint als 
old girls in stature was 11 cm. and of 14 year old boys 7 cm. Beet sugar............... 9,000,000 quintals 7,000,000 quintals 
(the weight of the latter was 8.6 Kg. below normal). In 1945, 
Tremollieres and his co-workers made a survey of 40,000 chil- | RO RE 450,000 tons 965,000 tons 
dren in nine urban centers; these children also were almost MIR... 146,000,000 hectoliters 92,000,000 hectoliters 
1 in height until they were 9 to 10 years old; the deficiency Animal fat................ .. 0,000 tons 270,000 tons 
increased rapidly until the age of 14 years, when girls, on the , é' aw 
average, were 7 cm. below normal in height and 5 Kg. in weight, ae arya meen ans a oe played by physicians 
a food crisis: He has to deal with the patients’ diets, to pro- 
and boys were 4 cm. and 6 Kg. below normal. Surveys of ont Ginidaatia ‘ble (childr ail 
150,000 children during the academic year 1946-1947 show a. 
138 ing mothers, adolescents, old persons, heavy workers) and to 
normal weight is more noticeable in boys, subnormal stature in The physician ought to’ hecome. one. of .the most important 
jt, 
Among the poor, boys are 2 cm. and 3 Kg. below normal at 
the age of 13 to 14; while 14 to 15 year old girls are 2.5 to 
4 cm. below normal. A delay in puberty has been found. As a 
matter of fact, it is the rapid growth before puberty that has 
been affected by underfeeding; less extreme disorders among 
girls than in boys show that the female organism is more 
adaptable. 
Disorders in Thermogenesis.—Saidman, before the war, drew 
attention to the study of the average surface temperature, 
measured at thirty-three specified points on the cutaneous sur- 
face. Since 1941 he has found that, as the 
feeding, there is a fall of the surface temperature 
more noticeable than that of the internal one. 
his co-workers tested 200 Parisian school children 
during the winters of 1945-1946 and 1947-1948. 
that the lowering of temperature varies " 
area; the average temperature has fallen by 3.8 
of the buttocks appeared to be stationary after a fall in 1945- 
1946. The lowering of the skin temperature is considered by 
the author a protective process that diminishes caloric loss and 
consequently the need for food. 
Vitamins 
number of 
products containing various vitamins. He has found that the 
amount of vitamin (determined by Tillmans’ method for vita- 
min C and by biologic methods in the rat for vitamin D) agreed 
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had been free from fever for several days again showed lesions. 
The leukocyte count on the fourth day of the disease was 9,600, 
on the seventh 8,300 and on the eighth day 8,000. 

Every third day mice were inoculated with sputum. There 


director of the Central Institute of Hygiene, who was treated 
at his home. The third was a boy aged 17 with the usual 
pneumonia ; radioscopy revealed lesions at the base 
left lung. The 

there was no rise 1 
patient’s serum elicited a negative reaction on the 


the reaction was clearly positive at a titer of 1/20. In 11 


in North Africa is important evidence that in goats Q fever is 
a dangerous disease and is transmitted from animal to man. 


1/20, five 1/40 and nine 1/80 to 1/320. Several of the positive 
serums were forwarded to Dr. Lackman of the United States 
Rocky Mountain Laboratory for verification. One 1/80 titer 
serum Dr. Lackman found to have a titer of 1/120; the 1/100 
titer, 1/1,028 and the 1/80 titer guinea pig serum 1/1,020. The 
discrepancies are probably the result of a difference in technic. 
As repeated serum tests during convalescence were carried out 
in only 3 cases, it was not possible to observe the increase of 
antibody in cases with negative reactions. The citrated blood 
of 16 patients was injected into 24 guinea pigs; though there 
had not been many patients who came under observation on the 
first to fourth day from the onset of the disease, rickettsiae were 
isolated by the eighth day. The blood of 6 patients from Ankara 
and 1 from Smyrna raised the temperature of 7 inoculated 
guinea pigs; necropsy of these guinea pigs revealed splenomegaly 
and Rickettsia burneti in the spleen preparation. The two 
institute stocks have passed through six guinea pigs. Relapses 
were observed in several of the guinea pigs when blood from 
the heart was used for passage. 


HEE 


of from 
the 17 to 70, had 
with 
pre- 


(From Our Regular Correspondent) 
Sio Pavio, Sept. 14, 1948. 


Follow-Up in Gastric Surgery 
In a recent paper, Drs. Arrigo Raia and Claudio Bellio of 


1936 to 1946. Only 273 answered letters, periodically sent to 
them to inquire about their condition after the operation. A 
number of patients were free of all symptoms in the first six 
months after operation ; others wrote of certain symptoms which 
lasted from six months to five years. Analysis of these symp- 
toms reveals that the three most distressing are recurrence of 
the peptic ulcer, the dumping syndrome and loss of weight. 
None of the patients had pernicious anemia. The authors con- 
cluded that although partial gastrectomy is not the ideal treat- 
ment for the gastroduodenal ulcer, it practically solves the 
problem and should be performed without fear. 


Waters’ Extraperitoneal Cesarean Section 

After a careful analysis of obstetric cases complicated by 
infection, Drs. Joio Amorim, Fuad Ferreira and Jorge Tavares 
made a survey of the extraperitoneal technics and decided that 
Waters’ method is the best both for the mother and the child 
in cases of infection during labor. Attention was drawn to the 
mortality rate when transperitoneal cesarean section was per- 
formed even though massive doses of penicillin and sulfonamide 
drugs were given. Forty cases were analyzed after operation 
in the Casa Maternal e da Infancia and the difficulties and how 
to overcome them studied with regard to Waters’ technic. 
These cases have been excellently grouped by the North Ameri- 
cans; the same indications were adopted in the Casa Maternal 
to determine whether to use the transperitoneal or the extra- 
peritoneal method. 


Treatment of Pemphigus Foliaceus 
Dr. Mario Fonzari, assistant at the Institute of Foliaceus 
Pemphigus of Sao Paulo, has published a paper on this disease. 
According to his observations patients can take quinacrine in 
doses of 0.20 to | Gm. a day for several months without 
disturbances. The dose which gives best results varies from 
patient to patient, but improvement has always been obtained 
with doses varying from 0.40 to 0.60 Gm. a day. After months 
or even years of continued treatment, only a few residual lesions 
remained. Treatment may he interrupted after persistent 
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were no deaths among the mice, but the sputum had revealed ao ee 

pneumococcus. On the eleventh day the fever gradually came 

to normal. Sulfonamide and penicillin treatment had not been ual symptoms of pneumonia; several had also a 

effective; a complement fixation test made one year later ; livers were palpable and spleens large. All 

revealed a serum titer of 1/80, with a reaction of 2 plus and patients perspired freely. The crisis occurred on the ninth to 

heated serum agglutination a titer of 1/4. This serum was sent fourteenth day; after that the temperature dropped gradually. 

to the United States Rocky Mountain Spotted Fever Laboratory, All patients were given sulfonamide compounds or penicillin, 

where the titer was found to be 1/128. but neither drug had any great effect. At the Central Institute 

The second patient was Dr. Mahmud Sabit Akalin, formerly of Hygiene the complement fixation reactions were found to 
he positive at titers of 1/20 and 1/40. Experiments on guinea 
pigs revealed Rickettsia burneti. In 5 patients symptoms «f 
pneumonia were ecither absent or only slight, presenting the 
picture of a common infection. In the blood of 4 of these 
patients rickettsiae were found, but in only 1 was the comple- 
ment fixation reaction positive at a titer of 1/20. The symptoms 
m several other cases, severe headaches, much perspiration and 
conjunctivitis, resembled those of typhus; all patients recovered. 
Investigations continue. 
BRAZIL 

in 1 guinea pig positive at a titer of 1/80; in 3 guinea pigs 

strongly positive at a titer of 1/40. Rickettsia agglutination ee 

was clearly positive at titers of 1/4 and 1/8 In 11 Angora 

goats only three complement fixation tests clicited positive the faculty of medicine of Sao Paulo reported the follow-up of 

reactions at titers of 1/10 and 1/20; all other tests elicited 640 patients submitted to partial gastrectomy during the period 

negative reactions. In 12 Angora sheep 7 complement fixation 

tests elicited clearly positive reactions at a titer of 1/10; in 2 yy 

Diyarbakir goats only one complement fixation test elicited a 

clearly positive reaction at a titer of 1/10 and 1 at a titer of 

1/20. In 13 buffalo and in 10 cows all reactions were negative. 

Of 22 goats 5 had positive reactions. That sheep had a positive 

reaction at a titer of 2/10 points to the importance of carefully 

diagnosing pleuropneumonia in goats. Prof. G. Blanc’s research 

Of the 37 typical pneumonia serums from the Ankara Model 

Hospital the complement fixation reaction was positive in 5 

cases; in | at a titer of 1/40 and in 4 at a titer of 1/20. In 32 

the reaction was negative. Of the 101 atypical pneumonia serums 

76 gave negative reactions; these patients had from six to 

fifteen days’ hospital treatment. In 25 cases the complement 

fixation reaction was positive; of these 7 had a 1/10 titer, four 
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considered as substantially representative of the general trend 
in all districts—shows that most of these addicts are obtaining 


their supplies of “dolophine,” for example, through narcotic 


drawal symptoms are very definite. The general over-all effect 
of methadon satisfies the craving of the morphine and heroin 
addict with the same disastrous results. 


immediately them as narcotic addicts. Under these 
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brought to the attention of the narcotic officers by visiting phy- 
sicians. The officer learned from various sources that this class 


H. J. Anstincer, 
Commissioner of Narcotics, Washington, D. C. 


DIAGNOSIS OF MALIGNANCY 
To the Editor:—A recent article in Tue JouRNat gives voice 
to a statement which is occasionally made, sometimes accepted 
and too often practiced; yet it should not go unchallenged lest 
it be assumed by others that the idea is approved by a wide 
circle of the author's pathologist colleagues. This letter is not 
a challenge to the author's main thesis on the value of heterol- 
ogous tissue transplants (Greene, H. S. N.: Identification of 
Malignant Tissues, J. A. M. A. 187:1364-1365 [ Aug. 14] 1948), 
but only to an introductory statement to the effect that the char- 
acterization of tissues as malignant or cancerous is based solely 


is attested to by the high degree of skill exhibited by some of 
its users and the tacit confidence expressed in the results by their 


138 
8 
improvement has been established, but the skin lesions grow 
worse with interruption of therapy before a constant result is 
drugs and penicillin. Quinacrine does not act on secondary 
effects and does not prevent the pain in the bones which occurs 
frequently in persons suffering from pemphigus and which 
disappear with the administration of high doses of vitamine D. 
informed. 
Certain narcotic addicts do not wish to take the risk of being 
Correspondence 
aa a of addict when not in a position to obtain morphine or heroin 
METHADON ADDICTION will purchase methadon from peddlers who obtain their supply 
To the Editor:—There is evidence of increasing use by drug " “Prescriptions” or through drug store burglaries. The latter 
addicts of the new synthetic drug, methadon (6-dimethylamino- ‘urce is substantiated by the fact that methadon is almost 
4,4-diphenyl-3-heptanone, also known by the trade names “dolo- always included in the narcotic drugs taken by burglars. 
phine” and “adanon”) to gratify drug addiction. The result of 
a special observation of this trend in one district—which can be ee 
“prescriptions” issued by registered practitioners. While this 
special observation related to use of the drug under the name 
“dolophine,” the irregularities can be considered likewise inci- 
dent to the use of methadon or “adanon,” which are, of course, 
138 other names for the same drug. 
48 An investigating officer of this Bureau found that a large 
number of the addicts using methadon had previously confined 
their addiction to the use of morphine or heroin. He inter- 
viewed a number of these addicts and learned from them that 
methadon has the same effects on them as morphine or heroin 
on morphologic considerations in most laboratories. The idea is 
half truth as it stands. The diagnosis is not usually solely so 
absent in the use of methadon. The sosand contain ti that based, but rather on morphologic considerations interpreted in 
the withdrawal symptoms experienced on the removal of metha- the light of large perience with 
don are mot as severe as those symptoms experienced on the similar tumors. Such interpretation is justified in cases of the 
5 of hero lon .., common tumors in which a large experience correlating mor- 
remova oin or morphine. However, the methadon with Ges end Maun of 
was ra On clinical confreres. The method occasionally falls into disrepute 
: yr a phycicion te ribe hine. The when it is abused by (a) failure of the user to acquire skill m 
addicts claim that when they approach a physician and furnish ‘"* = Ge 
him with fictitious symptoms of some condition which may imate of 
an in the absence of previous specific experience, Some 
cieculmetances the physici is with caution and usually tumors are biologically more malignant and others less malig: 
refuses to prescribe for tt H c, they have found that nant than their histologic appearance suggests; yet which is 
of they est “dol hine” instead which can only be known after observation of. the subsequent 
of ine the physician will ’ Be ang witha behavior in a series of cases. Morphologic considerations can- 
p rags gene 4, to obtain “dol shine” not always be safely transferred from tumors of one type to 
paper. He then complains to the physician of the severe pain 
suffering. tells the physician that he act wich often the past yearn served 
take any habit-forming 4 indicator for the degree of malignancy for many tumors the 
that the d : Ary is § for pain and fe not histologic morphology of which was known, so that a high 
resistance from the physician when a treatment of “dolophine” Paut E. Sremer, M.D. 
is suggested by the addict. When these addicts are again in Professor of Pathology, University of Chicago. 
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Medical Economics 


THE COST AND QUANTITY OF MEDICAL 
CARE IN THE UNITED STATES 


Note.—Summary of a monograph of the same title, “The 
Cost and Quantity of Medical Care in the United States,” by 
Frank G. Dickinson, Ph.D., Director of the Bureau of Medical 
Economic Research of the American Medical Association. The 
20 page monograph has just been published as Burcau Bulletin 
Number 66 En. 


In September 1947, the Bureau of Medical Economic Research 
published an analysis of consumer expenditures for medical 
care for 1929-1946 under the title “Is Medical Care Expen- 
sive?” 


published data for 1944-1946.2 

discussing these new and revised data, Dr. Dickinson has 

expanded the scope of the Bureau's study to include an analysis 

of changes in the quantity of medical care received by the 
he 


the quantity of medical care for 1940-1947, 

Before discussing three aspects of medical care—expenditures, 
price and quantity—the bulletin compares the original and the 
revised Department of Commerce estimates for 1944, 1945 and 
1946. The earlier estimates of total consumer expenditures 
were increased by 0.9 per cent for 1944, 0.9 per cent for 1945 
and 2.6 per cent for 1946; corresponding increases in medical 
care expenditure estimates were 28 per cent, 3.8 per cent and 
4.9 per cent. Of the total upward revision of $984 million for 
1944, $134 million, or 14 per cent, was distributed among 
medical care items. Approximately 16 per cent and 7 per cent 
of the increases for 1945 and 1946 were allocated to medical 
care. “In view of the fact that medical care generally accounts 
for about one twenty-fifth (4 per cent) of total consumer 
expenditures, the allocation of one fourteenth to one seventh 
of the increases to medical care is, to say the least, surprising.” 
Unfortunately, the revised data for 1944-1946 were published 
without any explanation of this disproportionate increase in 
the medical care estimates. In support of the revised data. 
well informed members of the staffs of the American Hospital 
Association and the American Dental Association consider the 
upward revisions for hospitals and dentists’ services (which 
were substantially greater than the revisions for physicians’ 
services) to be more nearly accurate than the earlier estimates. 


EXPENDITURES 


pet 


for medical care have increased, but less rapidly than total 
ee The percentage of the American family 
budget spent for medical care, _ particularly for physicians’ ser- 
vices, has declined. The * share of the medical care 
dollar has decreased from 27.4 cents in 1944 to 25.5 cents in 
1947; meanwhile the hospitals’ share has risen from 16.4 cents 
to 20.5 cents. “One might say that medical care has become 
increasingly expensive in the past four years but that, relative 
to the other items which make up the average consumer's 
budget, the cost of medical care has declined (in particular, 
the physicians’ share of that cost).” 

As in the previous study, the new bulletin presents an exten- 
sive comparison of medical care expenditures with cx 

for alcoholic beverages, recreation, tobacco, personal care and 
jewelry. These five items were selected because they are com- 


nonfarm dwellings, 


3) per cent more for both alcoholic beverages and recreation 
than for all medical care items combined; physicians’ services 
account for one-half as much of the average budget as tobacco 
and somewhat less than personal care, and consumers spend 
less for hospitals than for jewelry. 

In the light of these consumer expenditure data, Dr. Dickin- 
son challenges the oft-repeated statement that Americans cannot 


could apply only to those relatively few families with dispro- 
portionately heavy medical expenses in a given year. Toa 


PRICES 

The Consumers’ Price Index, the medical care portion of 
which is presented in the bulletin, covers only the prices paid by 
moderate income families in thirty-four large cities. Despite this 


is 
733 


: 
; 
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Be these changes over the past four years are conditioned by the 
fact that 1944 was a year when 40 per cent of physicians were 
in the armed forces and the normal pattern of consumer expen- 
ditures was distorted by wartime shortages and rationing. 
consumer expenditure estimates for 1947 along with a revision a 
medical care Us subcategories magimtude 
expenditure and because, like medical care, they are generally 
consumer expenditures with the Department of Labor price purchased or used irregularly. In order to provide a broader 
index previously discussed ® in order to develop an index of @sis for comparison, the bulletin includes expenditure data 
for six additional items—owner-occupied 
shoes, furniture, fuel except gas and ice, Senor Tities 
aml user-operated transportation. The analysis of expenditures 
for these selected items reveals that Americans «pend almost 
only 4 per cent of its budget for medical care, the statement 
choice between “bludgeon and budget” by the various prepay- 
ment medical care and hospitalization insurance plans now 
widely available. Although personal savings are still necessary 
to help meet catastrophic and minor medical costs, these pre- 
payment plans “give most families the chance to become average 
(or 4 per cent) families with regard to the budget for medical 
care.” 
Despite this fact, Dr. Dickinson raises a question as to whether 
these new and revised data are consistent with the consumer 
serie for 1900-194 Pending some exlanation generally comidted to be 
1944-1947 consumer expenditure data with as little reference ry Symbeny pot br by its use in wage negotiations 
as possible to previously published expenditure data. Gee 
es price index rose 59.2 per 
mer Prices rose only 31.6 per 
to $6.5 billion in 1947, or 34 per cent, while total consumer ©f medical care. The 
expenditures rose from $111.4 billion to $1648 billion, or 48 
per cent. Expressed as a percentage of total consumer expen- 
ditures, the amount spent for all medical care items declined 
irom 4.4 per cent in 1944 to 40 per cent in 1947. Within ‘tems necessary to operate a hospital. ’ 
the medical care field, consumer expenditures for physicians’ 1 beeen 
services rose from $1.3 billion in a 
or 24 per cent, while expenditures ee By dividing the index of consumer expenditures for medical 
for drugs 26 per cent, for dentists ber Cen care items by the price index for those same items, Dr. Dickin- 
all other medical care items combined 32 per cent. The per- %® has derived an index of the quantity of medical care. This 
centage of total consumer expenditures for physicians’ services Sttistical_procedure is called “deflation of the dollar series 
declined from 1.2 in 1944 to 1.0 in 1947, while the percentage 
for hospitals rose from 0.7 to 0.8. Dr. Dickinson observes that 
1. Is Medical Care Expensive? Bulletin 60, American Medical Asso 
cation, Bureau of Medical Economic Research, September 1947. 
2. Survey of Current Business, United States Department of Com- 
merce, July 1948. 
3. Gappaiee Increases im the Costs of Medical Care and in the 
(osts of Living, Bulletin 62, American Medical Association. Bureau of 
Medical BEeonomic Research, May 1948 
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Bureau of Legal Medicine 
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The evidence showed that the accused engaged in the practice 
of the healing art for compensation. By means of a prinied 


Prescribe Drugs or Medicine.—The defendant, a licensed 
practiced medicine by 

the 
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Medical Motion Pictures 


portrays why this program is so urgent at this time. 
Physicians called on to address lay audiences, such as Service 


(Reviewed in Tue Journat, May 15, 1948, p. 323.) 
films-a useful adjunct in their lectures. 
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items combined has increased 9) per cent 
while the quantity of physicians’ services 
cent, hospitals 70 per cent, dentists’ ser- 
and drugs 110 per cent. Several reasons es 
ing that these derived indexes of quantity MEDICOLEGAL ABSTRACTS 
: in the volume of medical ome 
cars. For example, the larger 
, physicians is reflected Osteopathic Practice Acts: Right of Osteopath to 
quantity of physici 
ations of the data, 
that the quantity o 
Op has been i 
at per physician 
surprising in view techno- care ped 
| are for He examined his patients, diagnosed t 
today than he cou remedies to be applied. He 
5 now assisted by nurses, tech those suffering from cutancous di: 
sis and treatment have becc = 
observes, increases in the patient a 
the past decade have been id which 
in quality. “The difference b = 
947 medical care probably equal rom Grugs 
m a 1929 automobile and a | treatment 
of these quantitative and quali rations pc 
being received by the consur properties. 
longer life. But no amount of 
1 satisfy the demand “as long a 
too soon. Members of the 
ited opportunity to improve med 
are exposed to the hazard of 
138 at the goal has been moved up. 
al care is well-nigh insatiab 
it are subject to casy criticism. 
registered as a physician or surgeon with the c 
6 mm. motion pictures are available on 
ictans through the Committee on Medi 
American Medical Association, 535 N prescribe at 
hicago 10. 
and surgery 
or, sound, 750 feet (1 reel), showing time n Board of 
Eddie Albert Psoductions, Hollywood, for 
the Genera 
ure is based on adolescence and presents 
x as a part of human growth and deve’ egistration 
to parents how sex education can 
It is designed primarily for the sixth thre 
slature enact 
Black and white, sound, 835 fest (1 rect), show to take courses calculated to equip them 
tion as to proficiency to practice medi- 
siology aman oductive me and surgery a licensing board composed of regularly 
system hang of graduated physicians appointed by the North Carolina Medical 
depicted in tis fim. This production is suitable for college like manner the 
. Or certificates to practice osteopathy should a o 
diseases without the use of drugs and undergo examination as 
ng time nine to competency to practice osteopathy by a licensing board com- 
the American nosed of practitioners of osteopathy appointed by the governor 
on the recommendation of the North Carolina Osteopathic 
a Society. It is significant that the legislature specifies that 
applicants for licenses to practice medicine and surgery shall 
study the subjects of materia medica and therapeutics but makes 
Ty fine no such requirement with respect to applicants for certificates 
to practice osteopathy. It is also significant that a ‘licensed 


MEDICINE AND LEGISLATION 


There is no lack of clarity inthe meaning of 


ae physician what he would have a perfect legal right 
friends the advisability of taking some medicine without 


It is not unusual in statutory construction, the court went on, 
to limit a general phrase by other provisions appearing in the 
act as a whole. The situation here is different, however, in 
that the implied exception comes not from other wording of 
the act itself but from long-existing other legislation without 
cross reference from one to the other. Continuing, the court 
said that it is clear enough that the main purpose of the act 
was to waive the sovereign immunity of the United States with 


tration established during or shortly after the first World War 

What Congress must have specially had in mind, said the court, 
was the ordinary run of tort claims affecting ordinary citizens 
or others arising from time to time. Injuries sustained by 
members of the armed forces of the United States during their 
service could not be within the general scope of the kinds of 
actions to which the committee report on the federal Tort 
Claims Act was referring when it used the ex 
law tort,” because it is clear enough that such i 
constitute common law or statutory torts under 


Bt 


same 
ology is seemingly inapt if it had been the intention of Congress 
to give soldiers additional redress for service-connected dis- 


612 BUREAU OF LEGAL 
the respect to the mode of administering medicines which he told 
them to take for their ailments and that he charged his patients 

thy” fees for so doing. Manifestly, this testimony was sufficient. 

. It is Accordingly the Supreme Court held that an osteopath is not 
the very antithesis of any science of medicine involving the use entitled to administer drugs in the course of his practice and 
of drugs. In fact, said the court, a prior decision in North that the facts of the present case were sufficient to show that 
Carolina recognized that osteopathy is a “mode of treatment the defendant did administer drugs without having a license 
which absolutely excludes medicines and surgery from its to practice medicine. The judgment of conviction was accord- 
pathology.” The defendant contended, however, that the medi- ingly affirmed. State v. Baker, 48 S. E. (2d) 61 (N. C., 1948). 
cal practice act imposed on the state the burden of showing 
beyond a reasonable doubt “that the action or practice with Malpractice: Liability of United States for Negligence 
which the defendant, a duly licensed osteopathic physician, is of Army Surgeon.—The plaintiff filed an action under the 
charged was not taught in the recognized colleges of osteopathy.” federal Tort Claims Act against the United States for damages 
This contention, replied the Supreme Court, is interesting but alleged to have been caused by an Army surgeon negligently 
not convincing. The statutes clearly contemplate that osteo- leaving a towel in the plaintiff's abdomen in an operation for 
pathic physicians shall diagnose and treat diseases by employ- gallbladder trouble. The case was heard in the district court 
ing osteopathy. The words “as taught by the various colleges of the United States, district D, Maryland. 
of osteopathy recognized by the North Carolina Osteopathic A previous report of this case (74 F. Supp. 209; J. A. M. A. 
Society” do not therefore set at large the signification of 187:904 [July 3] 1948) involved a motion by the United States 
“osteopathy,” permitting the colleges to give it any meaning to dismiss this action on the ground that the federal Tort Claims 
they choose. The thing to be taught is osteopathy—“the science Act did not apply. The motion was overruled without prejudice 
of healing without the use of drugs.” The legislature merely and the case proceeded to trial, at which it was found that a 
authorizes the colleges to determine, select and teach the most towel had in fact been negligently left in the plaintiff's abdomen 
desirable methods of doing what is comprehended within the oF stomach by an agent or employee of the United States. The 
term “osteopathy.” The colleges, concluded the Supreme Court, estion then again arose as to whether or not the complaint 
cannot change the law of North Carolina or widen the scope ‘Should be dismissed. The federal Tort Claims Act permits suits 
of the osteopath’s certificate so as to permit him to practice #4inst the United States for money damages. 
other systems of healing by the simple expedient of varying The question of primary importance, said the court, Is whether 
their curriculums. The conclusion is inescapable that the legis- ‘he federal Tort Claims Act covers the case, that is, does it 
lature has denied to licensed osteopaths the privilege of using 2PPlY to @ suit by an enlisted soldier in the Army of the United 

: : States injured by the alleged negligence of an Army officer as 
Gouge recon who performed the operation on the or by 
The defendant next contended that the testimony of the pet 
- ssis s in the operation who were employees in the 
prosecution did not indicate that any of the substances men- United States Army. The problem of statutory construction 
tioned in the evidence constituted drugs m a legal sense. He now presented, the court continued, is whether the comprehen- 
argued that no substance is a drug within the meaning of the ive phrase “any claim against the United States, for money | 
laws governing the practice of osteopathy unless it is com- only,” without words of limitation as to classes of persons who 19 
pounded pursuant to some individual formula, unless it is poison- may make the claim, should be narrowed by construction to 
ous or unless it is habit forming in nature. We hold, said the exclude claims made by members of the armed forces of the 
Supreme Court, that in so far as the practice of osteopathy is United States for service-connected injuries sustained while in 
concerned a “drug” is any substance used as a medicine or in = such service, in view of the special relationship long existing 
composition of medicines for internal or external use, and a  hetween the United States and members of its military forces 
“medicine” is any substance or preparation used in treating and the large body of federal legislation on the subject. We 
disease. Hence, the term “drugs” embraces patent or proprie- reach the conclusion that the implied exception does exist in 
tary remedies possessing or reputed to possess curative or awe 
remedial properties sold and used for medicines. This is true 
whether or not such remedies contain poisonous ingredients, 
whether or not they may be purchased without any direction 
from a physician or whether or not they can be obtained at retail 
stores generally. 
The defendant then argued, however, that the evidence did not 
indicate that he had administered or prescribed any of the 
substances in question in treating the ailments of his patients. 
The evidence showed that he had given hypodermic injections respect to the ordinary run of tort claims arising in the United 
of various substances to his patients in treating their ailments, States. But so far as | am aware, private bills for the benefit 
said the court, and this was sufficient. A person administers of soldiers for damages resulting from service-connected injuries 
drugs when he gives or applies drugs to a patient. were at least not common, in view of the long-established pro- 
Finally, the defendant argued that it must be ruled as a visions for the armed forces, including the Veterans Adminis- 
matter of law that he did not prescribe drugs because he did 
not issue any written prescriptions. We are unwilling, said 
the Supreme Court, to hold that the law permits an osteopath 
to do by word of mouth what it forbids him to do with pen or 
pencil. The giving of any direction to a patient for the use or 
application by him of any drugs for the cure of any bodily 
disease is prescribing drugs. It is undoubtedly true that “the 
defendant cannot be convicted in this case for doing as an 
running afoul of the law. But the evidence in this case does section 410 (a) of the act also provides, with respect to the test 
not intimate that the accused confined himself to recommending of liability, as follows: “Subject to the pfovisions of this title, 
the use of some remedy to some acquaintances. It tends to the United States shall be liable in respect of such claims, to 
show that he held himself out as an expert in medical affairs ‘ 
and in determining the proper remedies for ailments diagnosed 
by himself on the examination of his patients, that he gave oral 
directions through the medium of druggists to his patients with 
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abilities. It is hardly conceivable, the court concluded, to 
analogize the liability of the United States to that of a private 
individual in respect to service-connected disabilities in view of 
the government-soldier particular relationship. 
After considering the case from seemingly every possible 
angle the court was of the opinion that the federal Tort Claims 
Act did not apply to this case where an ex-serviceman sued 
Army. The plaintiff's case was accordingly dismissed. Jefferson 
ve. United States, 77 F. Supp. 706 (Md., 1948). - At 
Medical Examinations and Licensure TE 
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American Journal of Diseases of Children, Chicago 
78: 135-264 (Feb.) 1948 


Addisoman 
Term Study of Case. "bie 143. 
P. P. 


Pierce 
“Control of hir- . Infections in Nursery for Young Infants. 1. Roven- 
stern.—-p. 193. 
oe = Mexico: Incidence Over Ten Years, with Report of 
6 Cases. . K. Wylder.——p. 203. 
Infantile of Pernicious Anemia.—Henjamin points 
out that instead of a gradual loss of gastric intrinsic factor 


Her symptoms began at the age of 12 months and slowly pro- 


behavior is seldom manifest in murseries for newborn infants. 


American Journal of Clinical Pathology, Baltimore 
18:451-522 (June) 1948 


of Barbiturates in Blood by Ultra-Violet Spectro 
. T. Walker, R. S. Fisher and J. 7 a. a 4$1. 
ion of Barbiturates in Blood by Ultra-Violet Spectro- 


of Use of end Seppertive 
Treatment of Malaria. Ridgon.- 485. 
*Clinical Evaluation of in Human Infertility. R. Karzrok. 
p. 491 
Abortus Antigen. | Elton.—p. 499. 


A. van der Sar, A. W. Pot and P. UH. Hartz.—p. 509 
Hyaluronidase in Human Infertility. — homie to 
simple test for hyaluronidase in human semen, which in turn 
has demonstrated that the content increases with 


of sperm may not contain any hyaluronidase. The author con- 
siders such specimens infertile. The hyaluronidase content of 
semen does not appear to be related to the morphology, motility 
or “percentage” of motility of sperms. Hyaluronidase was 
utilized clinically in the treatment of sterility. On the day prior 
to ovulation the cervix is exposed by a speculum and the excess 
mucus over the external os is wiped off. A thin sterile cotton 
applicator is then gently inserted into the cervical mucus of the 
external os. The applicator will then have adherent to it minute 
strands of cervical mucus. Ten to 20 mg. of hyaluronidase is 
placed on the watch glass. The applicator is rolled in the 
enzyme on the watch glass and is then reinserted into the 
external os. By gentle rotation of the applicator the adherent 
enzyme will remain in the mucus of the cervical canal. The 
entire maneuver may be repeated until all the enzyme on the 
watch glass has been transferred into the cervix. This method 
is not entirely adequate. Hyaluronidase was found to be of 
therapeutic value in human infertility in 33 of 102 selected 
patients. Hyaluronidase and the enzyme that liquefies cervical 
mucus are not identical but present certain parallelisms. The 
addition of the enzyme papain to hyaluronidase may be of dis- 
tinct value in patients with nonspecific endocervicitis. Sexual 
abstinence for a limited period (average about two weeks) does 
not increase the hyaluronidase content of semen. 


American Journal of H Baltimore 
47:247-373 (May) 1948 


United States Army.—p. 290 
Study of Localized Outbreak Preceding the 1945 
H. Dingle and others of the Commission on Acute 
of the Oice of the Surgeon General of the United States Army. 
ne Range of Brazhan Cebus Monkeys in Region of Small Residual 


photometry. J 
AMERICAN Quantitative Est 
photometry. R. S. Fisher, J. T. Walker and C. W. Plummer.-p. 462. 
Periodicals are available from 1937 to date. equests for issues of 
earlier date cannot be filled. Requests should be accompanied by stamps 
to cover postage (6 cents if ome and 18 cents if three periodicals are 
r sted). Periodicals published by the American Medical Association 
Gries . Case. . 56. 
Lye Poisoning in Children. G. W. Kernodle, G. Taylor and W. C. 
Davison.._p._ 135. 
the sperm concentration up to 100,000,000 sperms per cubic 
centimeter. Specimens of semen with excellent concentrations 
through degenerative disease there might be a congenital absence 
of this factor, with a resultant infantile form of pernicious 
anemia. He reports the case of an infant girl, the second of 
2 siblings to fall ill with what appeared to be the same malady. 
= Manitestec usual Clin 
and laboratory signs of pernicious anemia. Her response to 
liver therapy and the relapsing character of the illness in the 
absence of such therapy were closely observed over many years, 
and the accumulated data have been analyzed from + number of 
standpoints. The syndrome which is thought to be due to con- 
genital absence of the intrinsic factor in the gastric secretions 
is characterized by an initial period of normal development, 
during which the infant utilizes the blood-building materials 
accumulated im its tissues during gestation by placental trans- 
mission. After several months there becomes evident a slowly 
progressive fall of erythrocytes and the development of a typical 
picture of pernicious anemia. The condition did not exhibit the 
tendency to spontaneous remissions which is characteristic of 
pernicious (addisonian) anemia in the adult. 
to Pierce, so-called three months’ colic, which is manifested by att 
es on Use o and Phenyl! Ce ‘ontr 
severe, prolonged, paroxysmal crying in infants during the early _ in Villages in Colombia. J. A. Montoya and P. P. Oseio—p. 247. 
" : Studies on Schistosome Dermatitis: X. Distribution and Epidemiology in 
BR. and §. Brackett.—-p. 259. 
Full term infants frequently begin to cry more when they are —_— of Technics Employed for Detection of Subclinical (Inapparent) 
gecoceal Infections. E. B. Schoenbach and J. J. Phair.—p. 271. 
2 to 3 weeks old. Recently the authors have observed paroxysmal Resistance Induced in Chickens by Infections with Hemensin’ Ascaridis 
crying in a number of premature infants. In these infants the Gall. 
onset was usually delayed by an interval commensurate with the Endemic Influenza. HH. Ding oers ¢ Commission on Acute 
period of prematurity. While an adequate explanation for this of 
behavior is not available, it is believed that these observations ° 
lend further evidence to support the hypothesis that the onsct 
and duration of this condition are determined, at least in part. 
by developmental factors. 
Control of Air-Borne Infections in Nursery.—Rosenstern 
- - eproduction of St Plasmod Cathe in Whit 
says that because of an epidemic of enteritis at The Cradle in Pekin Ducks. M. 1. Stepeen-~ p. — aie ” 
1927, during which 27 deaths occurred among ™) iniants, an Neutralization of Mouse-Adapted Poliomyelitie Virus by Serums of 
herne cross infections have been eliminated. For the prevention Studies on Growth Requirements of Endamocha Histolytica: II]. Growth 
of air-borne cross infections, air conditioning, germicidal lights. Two E. in Transparent 
jum Without Addition of Rice “ur or Particulate Matter 
mechanical barriers and face masks have been in use at The and Without Demonstrable Bacterial Growth. J. G. Shaffer, F. W. 
Cradle. Air conditioning alone did not prevent the spread of Ryden and W. W. Frye.—p. 345. 
cross infections of the respiratory tract. Germicidal irradiation Relationship Between the Antipoliomyelitic Properties of Human Naso 
of the upper air and air conditioning reduced the number of pharyngeal Secretions end Bleed Serums. E. J. Belli—p. 351. 
cross infections of the respiratory tract. Germicidal light bar- Endemic Influenza.—Dingle and his associates of the Com- 
riers and air conditioning were efficient, as were also mechanical mission on Acute Respiratory Diseases of the Office of the 
harriers. The flannel and gauze mask worn by all attendants Surgeon General of the United States Army point out that a 
seemed to be of value in preventing transmission of infections possible explanation for the persistence of virus from epidemic 
of the respiratory tract from nurse to infant. to epidemic implies that cases of influenza would be found 


reached that influenza A and influenza B 


» New York 
®:229-344 (May) 1948 


“Use of Prolonged Continuous Spinal Anesthesia to Relieve V 
agree Ss. M. Smith and V. L. 
W. Bourne.—p. 239. 
Eserine and. Neo costigmine Antagonism to D-Tubocurarine. J. C. Burke, 
Linegar, Muriel N. Frank and A. R. Mcintyre.—p. 251. 
on Intramuscular Pressure and Skin Temperature. H. Milwidsky and 
A. de Vries —p. 258. 
and Hypnotic Actions of Barbiturates. E. R. Hart and O. M. 
Weaver Jr.—p. 276. 


and Fifty Cases. D. C. Moore 281. 

Use of in ' Sensitive to Morphine. B. G. Narodick and 
J. D. Steele.-p. 285 

Continuous Spina Modification of Ureteral Catheter Technic 
J. E. Cann and C. C. Wycoff.—p. 

“Antenatal Selection of s for Transfusion in Erythro- 
blastosis. A. S. Wiener and I. B. Wenler.-—p. 296. 

for ic Surgery of Face. W. M. Shaw.——-p. 303 


Spinal Anesthesia in Peripheral Embolism.—Smith and 
Rees report 6 cases of lower extremity embolism. In three cases 
was performed and each of these patients received 


injection end 


hlock of the sympathetic nerves to the involved extremity 1s 
maintained. 
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Blood Pressure During Spinal Anesthesia.— Milwidsky 
and de Vries measured the intramuscular pressure in the lower 
and upper extremities of 11 patients under spinal anesthesia to 


role of vasodilatation in producing hypotension and of 
compensatory vasoconstriction in preventing it during spinal 
anesthesia. They found that arteriolar dilatation resulting from 
vasoconstrictor paralysis in the anesthetized part of the body is 
the principal cause of the fall of blood pressure during spinal 
anesthesia. Compensatory vasoconstriction occurs in the area 
not under the effect of the anesthetic agent. The ratio between 
the area of vasodilatation and that of compensatory vasocon- 


spinal anesthesia the majority of vaso- 
‘fourth to eighth thoracic), are blocked, and ensues. 
In low spinal anesthesia a sufficient of vasoconstrictor 
fibers are left intact to prevent a major drop in blood pressure. 

Antenatal Selection of Donors.—Wiener and Wexler dis- 
cuss the rationale of exchange transfusion treatment for erythro- 
blastosis. Since the treatment must be carried out as soon after 
birth as possible, means that would shorten the time between 
the birth of the child and the institution of treatment are of 
value. In many instances the group of blood that will be com- 
patible with that of the infant can be predicted if the groups 
to which the mother and the father belong are known. These 


Canadian Medical Association Journal, Montreal 
$8: 537-646 (June) 1948 


of, J. T. MacLean, E. Smith, L. Bower 
and F. Smith—p. 537. 


Nutrition in H. 


Common Duct. W. H. Cole.—p. $82. 
Rate of Surgery in Myasthenia Gravis. W. C. 
588. 


McKinnon. 


Osteoid Osteoma.—Pritchard and McKay agree with Jafic 
that osteoid osteoma is a distinct entity and a tumor. It ha- 
often been mistaken for other conditions, such as chronic osteo- 
myelitis, cortical abscess, bone abscess with sequestrum, Brodie + 


. de M. 


Youur 138 = 
repeatedly in a large population in nonepidemic periods if an 
intensive search were made. The results of sweh a search for 
cases of influenza in the flow of military population through a 
-estigate poss corre ion Detwee»nr 
and fall in blood pressure during spinal anesthesia. Skin tem- 
perature measurements were performed in the lower and upper 
extremities of 21 patients under spinal anesthesia to ascertain 
The conclusion was 
may be viewed as liscases Which periodically crup 
epidemic form. This concept explains the persistence of influ- 
enza virus from epidemic to epidemic on the basis of case to 9 “STICTon determines the degret DOGd pressure drop in spitk 
case transfer. 
Localized Outbreak of Influenza B Preceding Epidemic 
of 1945.—Dingle and other members of the Commission on 
Acute Respiratory Diseases describe a localized outbreak of 
influenza B which occurred in a battery of 230 recruits at Fort 
Bragg, N. C., late in the summer of 1945. “Recognized” and 
“inapparent” influenza B infections occurred in approximately 
equal numbers in the population. The “recognized” infections 
occurred principally during three weeks in September 1945, 
nearly two months before the widespread epidemic of influenza B. 
More than half of the total infections, as determined serologi- 
cally, were concentrated in one of the four platoons comprising 
imitial antibody titers were. predominantly the ones. who cab. tabulated. table is also given listing those instances i 
sequently contracted a febrile respiratory illness and had the “/%<" the infant's group must be determined before a compatible 
largest increnses tn antibody ther donor can be selected. A case is presented illustrating the 
, selection of a donor for an exchange transfusion before the 
birth of the infant. The mother belonged to group AB and 
wee the father to group A and an Rh-negative donor belonging to 
138 group AB was chosen. The infant later proved to belong to 
group B. Nevertheless, the donor's blood survived in the 
8 infant's circulation for more than two months, a survival time 
that compares favorably with that obtained when blood of the 
homologous group is used. 
ontocaime Eiydrochionde achial Blox algesia Hundred Relationship Between Impairment of Liver Function and Premature 
Development of Artericsclerosis in Diabetes Mellitus. I. M. Rabino- 
urgic anagement © ronic Duodenal Ulcer with Special Reference 
to Role of Vagotomy. P. H. T. Thorlakson.—p. 561. 
*Osteoid Osteoma. J. E. Pritchard and J. W. McKay.-—p. 567. 
*BCG Vaccine in Prevention of Tuberculosis. B. MeKone.—-p. 575. 
Infectious Polyneuritis of Unknown Etiology (Guillain-Barre Syndrome) 
Subtalar Dislocation of Foot. A. = 
prolonged Dit las insulin Resistance in Diabetes Complicat 
to sixty-nine hours. The remaining 3 patients received a single Scriver.—p. 596. 
injection of spinal anesthetic, and in 2 of these it was the only 
therapy necessary. In the other case the leg was not viable at 
the time the spinal anesthetic was administered and amputation 
had to be done. Spinal anesthesia not only relieves vasospasm 
but also gives complete relief of the severe pain that accom- abscess, sclerosing Osteilis, Os tube TC =. 
panies this condition. No neurologic changes were noted in hone cyst and even sarcoma, with the result that it sometime 
the cases in which prolonged continuous spinal anesthesia was has been improperly treated even to the extent of unnecessaril 
employed. It was noticed, however, that the relative duration extensive resections or amputations. It is important, therefore. 
and cffectiveness of the anesthetic agent became progressively that it be recognized for the benign tumor that it is, and t: 
less, and in 2 of the 3 cases two agents were used to prolong know that it can be cured promptly and casily by complete 
the anesthesia to sixty-nine hours and forty-three hours, respec- local removal. The authors have encountered 19 of these tumors 
tively. A total of 4,450 mg. , in the last eighteen yeass; 8 are recorded in the files of the 
over a forty-four hour period. Montreal General Hospital; 6 were observed by pathologist 
prolonged continuous spinal anesthesia va aids im | colleagues in Montreal, and sections of 2 and roentgenogram: 
treatment of peripheral embolism. In some instances, surgical of 3 were sent from outside sources for an opinion. Of these 
removal of the embolus may not be necessary when adequate !9% cases, 15 are selected for this report. Surgical removal oi 
cure in 11] cases. In 8 of these the tumor was removed with the 
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chisel and curet. Two amputations and one resection donc 
under mistaken diagnoses also gave prompt and lasting cures. 
A patient in whom symptoms were slight has been advised 
against operation and has improved under treatment by active 
exercises. The outcome of this last case will be watched with 
interest. Judging by the behavior of other cases, the authors 
suspect that the return and increase of symptoms might necessi- 
tate the removal of the tumor. Speculating on the fate of these 
tumors if left untreated, the authors suggest that it is not incon- 
ceivable 


in a sanatorium environment are among those 
for vaccination. 
Hawaii Medical Honolulu 


Evaluati of Labyrinthi in Di 
— Report Based on Analysis of 64 Cases. P. 


of Ex Cultivation of Bacterium Tularense 
in Liquid Media. 1. W. Gibby, P. S. Nicholes, J. T. Tamura and 
L. Foshay.-p. 855. 


easuremente—Aanslysis of Measurements of 
iac Shadows. J. B. Wolffe, V. A. Digilio, M. 


Thrombophietntis and 
and R. S. Rodgers.—-p. 

Student Health Service in Postwar Era. H. D. Lees.—p. 238. 

Carrier, E. 5S. 
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age group; 78 (61 per cent) were in the 11 to 30 year 
Alternaria and Hormodendron were shown to be of 


Journal of the Mount Sinai Hospital, New York 
18:1-54 (May-June) 1948 
Clinical Review of Diverticulitis of Colon: Report of 108 Cases. A. M. 


Adenocarcinoma Same Ki 
ture and Report of 7 Cases. H. A. Neibling and W. Walters.—-p. 1022 
*Surgical i A. 


Disease: ry Report. L. M. Orr, F 
——p. 1061. 

Bilateral Ureteral Obstruction Due to ey a~ and by 
Inflammatory J. Ormond.—-p. 1072. 


roperitoneal 
Ectopic Insertion of Ureter as Cause of Urinary Dribbling; 
eminephrectomy. F. L. Senger, J. J. Bottone and W. F. 


Pathogenes:- 

of Urinary Tract Tumors. T. Gualtieri, J. J. Hayes and A. D. Segal. 
Tone Tecimic of Anastomosis: Experimental Study 
Exstrophy with Pyelographic Follow-Up. O. J. Withelmi. 
Pe of Bladder: Report of Unusual 


Sarcoma Simultaneous 
of Both Tumors. A. Mackles, S. Immergut, D. M. Grayzei 


Occurrence 
and Z. R. Cottler.—p. 1121. 

Within Di of Bladder. C. K. Pearlman and R. M. 
Bobbitt..—p. 1127. 
Cystometry, and Treatment of Vesical Dysfunction in Paraplegia. H. S. 
Talhot.—p. 1130. 
Agenesia of Urinary Bladder and Urethra. H. L. Miller. 1156. 
New Method for Construction of Glandular Urethra in 
Repair. H. Brendler.-p. 1164. 
Construction of Terminal Urethra in Correction of Hypospadias. J. H. 
Kiefer.—p. 1169. 
Plastic of Penis. R. T. Bergman, A. H. Howard and 
R. W. Barnes.—p. 1174. 
Neurofibroma of Tunica Albuginea Testis. B. Levant and M. A. Chatlin. 


87. 
Congenital Absence of Vasa Deferentia: Case Report. J. G. 
Keshin and B. D. Pinck.-p. 1190. 
i Determinations of Acid 


j. ALM. A. 
Oct. 23, 1948 
span. 
importance, both in relation to abundance of spores and fre- 
quency of cutaneous reactions. Other molds have been shown 
to be clinically significant. Mold extracts should be included 
in the routine testing of patients with allergic respiratory 
symptoms. 
Erythroblastosis Fetalis.—Heilig and his co-workers report 
26 infants with erythroblastosis fetalis, 20 of whom were jaun- 
diced clinically within twenty-four hours after delivery. Twenty 
condensed bone, accounting for some of those foci of osteo- of the infants survived. Three infants received Rh-positive 
petrosis accidentally found in the bones on radiologic examination. whole blood transfusions only; 11 infants received Rh-positive 
BCG in Prevention of Tuberculosis.—McKone reviews whole blood, Rh-negative whole blood and Rh-negative washed 
the history of BCG vaccine and discusses the reactions which red blood cell transfusions. Twelve infants were given exchang: 
follow its employment in animals and human subjects. The transfusions of Rh-negative whole blood. Results showed that 
author's method was the intradermal injection, which he regards abandoning the use of Rh-positive blood transfusions improved 
as the most simple method; the scarification method seems to the morbidity and mortality. ‘While in some instances infants 
he the most widely employed one. BCG vaccine is innocuous given Rh-positive blood survived, the majority of them did 
and is of definite value in the prevention of tuberculosis. It is better with Rh-negative blood. While many infants with erythro- 
.  fecommended for use among those negative reactors destined  blastosis do not require exchange transfusion, a selected group 
to live or work in a tuberculous or potentially tuberculous with severe maternal histories and early jaundice were strikingly 
environment. Infants and children whose parents or other mem- improved by this procedure, whereas very similar cases treated 
bers of the family are stricken with the disease, young women by periodic transfusions resulted fatally. 
planning or already training as nurses and any group working 
“Two Step? and “A T iP ith 
7:363-444 (May-June) 1948 ‘Arter Disease and Normal A. ML. Memer. 
ingitis: Fi ‘i. J. Weint .G 21, 
Some Aspects of Tuberculosis Problem in Hawaii. R. H. Marks.—p. 382. Adelman.—p. 28. aay, i- F 
Simple Diet Methods for Estimating Toxicity and Antibacterial Activity —— of Structural Scoliosis: Preliminary Report. A. Arkin 
on Effect of Hyaluronidase on Urinary Caleculi. L. Narins. 
in Tumor: N. Simon and G. D. Oppenheimer. p. 35. 
Journal of Bacteriology, Baltimore Journal of Urology, Baltimore 19: 
$5:769-878 (June) 1948. Partial Index $8:981-1264 (June) 1948. Partial Index 
*Renal Infarction: Clinical and Possible Surgical Entity. F. C. Regan 
Staphylococcal Penicillinase: Characteristics of Enzyme and Its Distri- 
bution. Betty St. C. Gilson and R. F. Parker.—-p. 801. 
Studies with Electron Microscope on Interaction of Red Cells and Colston.—p. 1036. 
of Riboflavin Production by Somatic Pain Due to Fibrohpomatous Neodules, Simulating Uretero Rena! 
Proteus Vulgaris and Bacillus Subtilis. R. E. Crandall.—-p. 835. 
Three New Species of Genus Clostridium. R. S. Spray.—p. 839. ee 
Susceptibility of Penicillinase- Producing Bacteria to Penicillin. A. Bondi 
Journal-Lancet, Minneapolis 
68:217-256 (June) 1948 
*Incidence and Significance of Molds in Allergic Respiratory Symptoms. 
W. S. Eisenstadt.—p. 217. 
*Report of 26 Cases of Erythroblastosis Fetalis and Survey of Literature. 
W. R. Heilig, R. B. Tudor, T. Smith and E. S. Platou.—p. 222. 
— 
Aortic ardiac and 
Supracard Schumann 
and others.—p. 228. 
Hypothyroidism: Clinical Study om Students and Personnel at Kansas 
University. R. A. Jordan and R. I. Canuteson.--p. 241. 
Duration of Certain Phases of Sound in Blood Pressure Determination 
by Auscultatory Method. Ramona L. Todd—p. 246. 
Molds in Allergic Respiratory Symptoms.—Fisenstadt 
tested 380 patients who had clinical respiratory allergy with 
mold extracts; 129 (34 per cent) revealed positive cutaneous 
reactions to molds. Molds were clinically significant in 111 Various Normal and Pathologic Conditions: Preliminary Report. 
(29 per cent) of all patients tested. In 42 patients molds were J. Fischmann, H. A. Chamberlin, R. Cubiles and G. Schmidt.—p. 1194. 
the primary allergen causing symptoms; in 69 patients molds Renal Infarction. — Regan and Crabtree discuss experi- 
zcted as a contributory cause and in 18 patients the cutaneous mental and clinical observations on various types of renal infarc- 
reactions were of no clinical significance. The age of patients tion and their immediate and remote effects on the anatomy and 
who manifested sensitivity to molds ranged from 2 to 64 years. physiology of the kidney. Diagnosis may be suspected by the 
One hundred and sixteen (90 per cent) were in the 2 to 40 year = internist, confirmed by the pathologist after death, but the 
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clinical rests with the urologist if proper management Medicine, Baltimore 

infarction kidney are diagnostic surgical entities *Aortic Stenosis: Clinical Pathologic Aspects 07 Proved 
encountered with some frequency. An analysis of reported cases dy 
indicates certain characteristics of H of Portal Circulation; 


tends to cystic degeneration occasionally Arterial 
infarction is closely associated with cardiac disease. Venous 
infarction is a serious condition. Its close iati 


i 


g 


1 


above 115 systolic and 80 diastolic. 
value of the histamine test and discusses the technical difficulties 
at operation. He suggests that the exposure of both adrenal 
areas might be more satisfactorily carried out through a trans- 
verse incision in the upper part of the abdomen. The advantages 
of such an approach are obvious, provided that sufficient expo- 
sure can be to remove a tumor if one should be 
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surgical intervention, but operation is frequently done steri ’ 
< —infaret, through mistaken diagnosis. Septic arterial infarction , ome week with advanced calcified stenosis of 
the aortic valve prompted Kumpe and Bean to investigate this 
condition. They studied the clinical and morphologic aspects 
of 107 proved cases of aortic stenosis, uncomplicated by deform- 
with states, end the invariably infected clots, make of ether valves. of ie pattents were 
surgical intervention imperative when the infarction is unilateral. 
Venous infarctions frequently, and arterial infarctions occa- 
sionally, are accompanied by large subcapsular or pararenal 
hematomas. Even in the absence of hematoma the kidney is 
enlarged. Traumatic infarction forms but a small portion of 
the reported cases. It is dependent on direct injury to the 
vessels. The most important single time in diagnosis of acute 
infarction of the kidney is complete, or almost complete, loss \iugting of the apical sounds was common. A systolic murmur 
of function, almost irrespective of the degree of tissue involve- wus tuned te r 

. per cent of the cases, with trans- 

ment, in kidneys in which results of pyelographic studies remain suleciens inte the neck s in sliahtly les : 
‘ vessel ghtly less than half. Apical 
unchanged. Chronic infarction is recognizable in proportion to systolic murmurs were heard in &2 ; 

per cent of the cases and 
the caliceal atrophy which results from the infarct in its scar, apical diastolic murmur was noted in slightly less than onc 
stage. Clinical studies of infarcted kidneys parallel closely irq Manifestations of congestive heart failure were common- 
established experimental work. place but were not of a peculiar variety except for an unusual 

Bilateral Familial Pheochromocytoma.—Colston reports frequency of sweating. Studies of blood and urine were not 
2 cases of bilateral pheochromocytomas which occurred in blood helpful, and the electrocardiogram failed to show pathognomonic 
relations. The first was a woman, aged 22, who entered Johns signs. 
Hopkins Hospital in April 1946 complaining of recurrence of failure, w 
symptoms which had been relieved for a nine months’ period by diuretics. 
an operation performed four years previously at another hos- in every valve, a va m 
138 pital. Owing to technical difficulties, it was necessary to leave lesion. In severe lesions the 
behind a portion of the capsule. A recurrent tumor apparently Fusion of cusps 
8 developed from this portion of the capsule, and was successfully were enlarged 
removed by operation. The hypertensive crises persisted with a heart was rela r 
positive reaction to a histamine test four months later. A second lerosis was common and had 
pheochromocytoma was exposed at operation on the opposite myocardial infarction in a 
cide and was successfully removed. The patient's maternal aunt 
had been operated on elsewhere nine years previously, and a 
pheochromocytoma, the entire adrenal gland and the left kidne . 
removed. She was relieved of symptoms for nine months. but if &toup II. Clinical diagnosis was made in only 24 per cent 
of all cases, reflecting both unfamiliarity with the diagnostic 
criteria and too great acceptance of the classic triad of hasal 
negative 
further 
present. 
return 
Remissions in Leukemia Produced by 4-Aminopteroyl- 
Glutamic Acid.—The occurrence of what he interpreted as an 
“acceleration phenomenon” in the leukemic process as seen in 
encountered. the marrow and viscera of children with acute leukemia treated 
by the injection of folic acid conjugates—pteroyltriglumatic acid 
(“teropterin”) and pteroyldiglutamic acid (“diopterin”)—and an 
experience gained from studies on folic acid deficiency suggested 
to Farber that folic acid antagonists might be of value in the 
ee treatment of patients with acute leukemia. Farber and his 
associates record the results of clinical and hematologic studies 
on 5 children with acute leukemia treated by the intramuscular 
injection of a synthetic compound, 4-aminopteroylglutamic acid 
ee (“aminopterin”). This substance is an antagonist to folic acid 
Venous Hum. C. Stetson and R. Martin. p. 119 regarding the growth of Streptococcus faecalis R. The authors 
a a he Immunization: Case Report. A. J. emphasize that these remissions are temporary in character and 
Debunking Public Relations, RK. W. Waterson. p. 124. that the substance is toxic and may be productive of even 
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Leprosy in California—Danger of Infection. G. W. McCoy.—p. 705. 


68:737-776 (June 4) 1948 
lon Concentration on Yeastlike Phase of Histoplasm. 
)». F. W. Cross.—p. 739. 
of Commercial X-Ray Intensifying Screens and Films— 111. 
W. W. Van Allen.—p. 746. 
Where to Find Tuberculosis Mortality and Morbidity Data. Eleanor 
Hanna and S. Glaser.—p. 748. 
D. M. Gould, W. W. Van Allen and C. M. 
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led, 
embolic phenomena to one fifteenth and a reduction of mortality 
rate to two fifths in the group receiving “dicumarol.” Hemor- 
sion of prothrombin activity. Consistent depression of pro- 
thrombin activity to from 40 to 50 per cent with “dicumarol” 
gave fully adequate prophylaxis. Necropsy revealed no toxic 
or hemorrhagic effects on patients who had received “dicumarol.” 
ibrinogen determinations revealed no evidence that “dicumarol, 


618 Ger 1948 
greater disturbances than have been encountered so far. No questions: Is the physician liable to prosecution in performing a 
evidence has been mentioned in this report that would justify heroic operation to save the life of the patient? Is the loss of 
the suggestion of the term “cure” of acute leukemia in children, the spleen due to accident during working hours compensable 
but promising direction for further research concerning the under the Compensation Act? On the author's suggestion, the 
nature and treatment of acute leukemia in children appears to laborer was given a compensation of 25 per cent of the partial 
have been established by the observations reported. permanent disability. The question might be raised whether 
Sarcoma of Uterus.—Perry says that sarcomas of the uterus 25 per cent of partial permanent disability is enough to com- 
are rare in comparison with carcinomas. Two cases recently Pensate the injured laborer for the loss of his spleen. 
wbserved by him, a botryoid sarcoma and a late metastasizing 
leiomyosatcoma, induced him to review the 18 cases of sarcoma 
of the uterus seen at the Rhode Island Hospital in the last 
eighteen years. These cases are classified as follows: Ieciomyo- 
sarcoma, 7 cases; mixed mesodermal sarcoma, 4 cases; carcino- 
sarcoma, 3 cases; giant cell (probably stromal cell) sarcoma, 2 
cases; stromal cell sarcoma, | case ; and botryoid sarcoma, | case. 
The authors stress a generally poor prognosis, but also call 
attention to the importance of few mitotic figures as evidence of 
a favorable outlook in leiomyosarcoma. There was a lack of 
evidence that leiomyosarcomas arise from preexisting Icio- 
myomas. In only 1 case were the two types of tumors found to 
coexist. Eight patients received radiation therapy. Roentgen 
treatment seems to be of little palliative value. One case 
appeared to be favorably influenced by preoperative radium oe : ya pm ract 
applied to the uterus, as evidenced by necrosis in the subsequent . E. Goodyear, D. E. m. 5. ~w FO oe 
pathologic specimen. Four cases reported in detail comprised H. M. s. S. and 
a leiomyosarcoma late metastasis to the humerus, a mixed Epiphyseal Gad of Funsten.—p. $0! 
mesodermal sarcoma carcinosarcoma occurring after radium ractures oint. H. Winkler.—p. 504. 
treatment of menopausal bleeding and a botryoid sarcoma in an ee Treatment of Detachment of Retina, W. R. Buffington —p ia 
infant. Pre- and Postoperative Care of Cleft Lip and Palate. E. A. Kitlowski 
Occupational Medicine, Chicago Properties of Vitamin Bu. T. D. Spice. 
R. E. Stone and T. Aramburu.--p. 522. 
Observations on Hemopoietic Response of Persons with Tropical Sprm 
to a Bw. T. D. Spies, G. G. Lopez, F. Milanes and others 
H. R. Peters, J. P. Doenges and C. E. Brambel.—p. 526. ‘ 
Mycotic Vulvovaginitis. Louise Branscomb.-p. 534. ‘ 
—p. 371. Semen a in 204 Cases of Sterile Marriage. J. P. Robertsun 19: 
Deviess in Industria! Dicpencary: Il. Treatment Role of Research in Hospital Teaching Program. G. T. Harrell 
and Labor Saving Devices in : Multi. inieal Pa in Ye lect ant 
Space ices Cited in Young Patients. Priscilla White and 
— Due to Tale in Cosmetic Industry. N. Millman. (Cancer of Stomach: Statistical Study. M. Feldman and S. Morrison 
Justrial —p. 
of Atrems.- p. 402. Antianemic Properties of Vitamin B...—Spies and 
inteantdiientien in Souths Bes Implications for Practice of Medicine. associates point out that recently crystalline compound vitamin 
Bi has been isolated and its potency for Lactobacillus lactis 
Industrial Medicine: Centennial Dorner has been established. They report on the response of 
Accidental Cyanide Poisoning: Its Prevention and Treatment. T. M. 5 patients to the administration of vitamin Bu. Two of the 
mmediate Care of Facial Lacerations. W. G. McEvitt—p. 425. = = anemia, and 1 had nontropical sprue. Intramuscular injections 
to Industrial Intoxication: sterile solution of crystalline vitamin Bu was followed in 
2 cases of addisonian pernicious anemia by a positive hematologic 
Philippine Medical Association Journal, Manila response. These observations confirm those of West. They 
also observed a great clinical improvement which was not dis 
cussed by West in his brief report. The response of 2 cases oi 
nutritional macrocytic anemia and 1 case of nontropical spruc 
of Compensation Act and of Medico shows that this substance has positive hemopoietic activity in 
in Children. Angel L. Reyes and W. Fletcher.—p. 165. In there 
Pointers in Ophthalmology for General Practitioner. G. de Ocampo. ‘ical Improvement which inc an mcrease mm their lecung 
——p. 169. of well-being, mental alertness, strength and vigor, and complete 
Bacteriologic Control of lee Cream and Ice Drops in City of Manila. relief of soreness and burning of the mouth and tongue. 
“Dicumarol” in Coronary Thrombosis.— A comparison 
Splenectomy and Its Medicolegal Aspects.—De Dios of 110 patients given “dicumarol” with 8 control patients 
reports the case of a man who fell while walking on a gang- 
plank, and struck the left side of his chest just above the costal 
arch. He was able to walk, but later became weak, restless 
and pale. Respiration became rapid and the pulse thready. The 
abdomen was greatly distended, rigid and tender. Diagnosis of 
intra-abdominal hemorrhage due to injury of some internal 
organs was entertained. At operation a large quantity of fresh 
and clotted blood was found in the abdominal cavity. The 
spleen had been divided. An emergency splenectomy was done 
and, since the patient seemed to be in need of a blood trans- foses given, Detiaves ver toxin. hrombo 
fusion but typing was impossible at the time, the surgeon used properties of such drugs as the xanthine group and digitalis are 
blood from a supposed brother of the patient, who later was still controversial. The authors have been unable to demonstrate 
found not to be a brother, but fortunately proved to have the any thrombogenic activity of commercial penicillin from clinical 
same type of blood. The author raises several medicolegal observations o¢ by a sensitive prothrombin test. 
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clinical picture, on the other hand, and the gain in wei 
to indicate a direct pharmacologic action on the host. The 
seems to have a direct 1 ic action. The author bel 


Medical Journal of Australia, 
1:521-548 (April 24) 1948 
*Truc Pernicious Anemia Without Achlorhydria. A. Murphy.--p. $21. 
Conference on Nomenclature of Rh Factors. A. S. Wiener.—p. 530. 
1:549-580 1) 1948 
. Rose.—p. 549. 
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The author suggests that impurities in some commercial prep- 
arations, rather than the /p-aminosalicylic acid itself, are 
responsible for toxic symptoms. He concludes that although 
p-aminosalicylic acid cannot be regarded as a cure for tubercu- 
losis, it is active in the exudative and toxic forms of pulmonary 
tuberculosis and may prove to be a valuable adjunct to existing 
therapeutic measures. Owing to the high concentrations 
obtained in the urine, it may also have a beneficial influence 

Frequencies of Left. and Right-Sided Breast Cancer. T. Busk and of <> weet. Ths 

. Clemmesen.—p. 345. sputum, together 
Skin Lesions 6 temithe Leukemia. E. A. Fairburn and A. S. V phologic changes noted in them, confirms the bacteriostatic 
Burgen.—p. 352. activity of p-aminosalicylic acid. The rapid i in the 
L.. Foulds.—p. 362. 
Serial Transmission of Infectious Papillomatosis in Domestic Rabbit drug 
F. R. Selbie and R. H. M. Robinson.—p. leves 
New, Quantitative, Approach to Study of Stages of Chemical Carcino that the daily dose of 12 Gm. might be pushed to 20 Gm., but 
also be desirable to give vitamin complex i ato 
Ligeti.—p. 391. to the p-aminosalicylic acid, since guinea pigs showed signs of 

| | 2-Acetylamino vitamin B deficiency during treatment with p-aminosalicylic acid. 

Some Stadies on Action of Urethane on Mice. P. N. Cowen.—p. 401. 

Course of Metabolism of Benzpyrene in Skin of Mouse. F. Weigert. 

G. Caleutt and A. K. Powell. —p. 405. 

Effect of Lipoid Solvents on Rate of Elimination and Carcinogenic 
Potency of 3:4-Renzpyrene After Subcutaneous Injection in Mice 
H. Weil. Matherhe. p. 410. 

Infections True Pernicious Anemia Without Achlorhydria. — 

sity Murphy presents a detailed review of the literature on pernicious 

TAY LM. Perry and June 783. atemia with particular attention to the role played by achlor- 

"Clearing of X-Ray Shadows in Welders’ Siderosis. A. T. Doig and hydria. Satisfactory evidence has been produced to prove, 

__ A. 1. G. MeLaughlin.—p. 789. a contrary to accepted belief, that true pernicious anemia does 

in A ‘with comment by Such. €Xist in association with free hydrochloric acid in the gastric 

—p. 791. secretion and therefore that achlorhydria is not essential to the 

138 ee 2 See Soe eee Stenosis: Report of development of true pernicious anemia. Some of the cases pre- 
48 Sel wor Calcification in Microcepha alic. D. Cappon.—p. 795. viously reported, but rejected on the grounds of incomplete 
sg investigation, may have been genuine instances of such an 

Clearing of Roentgen Shadows in Welders’ Siderosis— ciation. Support is provided for Morrison's theory of dis- 

Doig and McLaughlin described in 1936 abnormal roentgen iciated dual function of the oxyntic cells. In achlorhydria the 

shadows in the Feamgenegrams of the chests of — electric uxyntic cells appear normal. In pernicious anemia with loss 

arc welders and emphasized that they were found in men who of both acid and intrinsic factor they disappear. In pernicious 
were apparently in good health. They were unable at that time — oemia with loss of intrinsic factor, but with retention of ability 
to come to a conclusion about the cause of the condition. Since to secrete acid, it is reasonable to expect normal appearance, 

1936 the authors have continued their examinations of hundreds though this awaits confirmation. Therefore, if formation of 

of welders in electric arc, carbon arc and oxyacetylene welding joe acid and intrinsic factor is vested in these cells, the reten- 

and found siderosis in each group. In 1945, they have tion of one function might result in preservation of structure, 
reexamined 15 of the cases described in 1936. All except 2 had white toss of both would no longer justify cell life and lead to 
continued to work full time > — and od remained atrophy. The author offers’a theoretical explanation of some 
in good health. Of 7 men who showed no specific roentgeno- of the histologic findings in the stomach j wren 
Gus to te 1004, § stologic findings in in pernicious anemia 
sure fourteen years) still show no abnormal changes; 1 (sixtcen 

years of welding) was now classed as suspicious, and 1 (fifteen Practitioner, London 

years of welding) showed a slight degree of roentgenographic 160:419-502 (June) 1948. Partial Index 

reticulation. Classed as suspicious in 1936, 2 welders showed ey Hazards of Flying. W. R. Lovelace 11, and C. S$ 

in 1945 a definite picture of welders’ siderosis. Of 6 men who Seid 

previously showed definite inhalation changes 5 continued to do Standards of Funes for Civilian Flying aig A. F. Rook.-p. 444. 

so in 1945. In 4 of these (average welding experience thirty- Motion Sickness with Special Reference to Air Sickness. R. L. Noble. 

two years) there was no change in the intensity of the abnormal ~~? #53. ss 

roentgen shadows. In one case there was a considerable clearing y 

of the shadows. The other man had a normal roentgenogram = Current Therapeutics: VI. Chemotherapy of Cancer. J. S. Mitchell. 

of the chest, although previously he had shown pronounced p. 476. 

roentgenographic changes due to inhalation of dust. These last = paedical Contraindications to Flying. — Robson believes 

2 cases provide evidence that the roentgenographic reticulation that the physician who is consulted about a person's fitness for 

and nodulation of welders’ siderosis is not necessarily permanent travel must first consider those features peculiar to air travel 

and that the iron oxide dust can be eliminated from the lung and, secondly, should try to assess those factors in his patient's 
parenchyma after some years. makeup which may operate to his disadvantage in aviation. 

Pulmonary Tuberculosis Treated with p-Aminosalicylic Despite all drawbacks air travel may in certain instances con- 

Acid.—Erdeci states that at Colindale Hospital p-aminosalicylic stitute a justifiable risk, and on the whole invalids travel well. 

acid was given by mouth to 5 patients for sixty days and 1 Among the conditions which ordinarily constitute contraindica- 

patient for four weeks, after which the supply of the drug tions to flying may be mentioned hypertension, angina pectoris, 
allocated for this trial was exhausted. All patients were given recent myocardial infarction, recurrent asthma, emphysema, 

12 Gm. of p-aminosalicylic acid daily in divided doses at three acute catarrh of the upper respiratory tract, most space- 

hour intervals, one night dose being omitted. The fact that no occupying intrathoracic lesions and pulmonary tuberculosis, 

toxic reactions were observed is at variance with the experience especially if the patient is undergoing treatment by pneumo- 
of other workers, who observed gastrointestinal disturhances. thorax or pneumoperitoneum. 
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Storage Diseases. E. Letterer.—p. 147. 
ractionation of Human Plasma and Its Clinical Significance. K. N. 


“leer: of Stomach with 
Ulcer. A. Sturm.- 158. 
“Temperature of Stomach and Gastric Acidity. M. Hechrein and D. J. 


73: 185-224 (May 14) 1948. Partial Index 


“Treatment of Subdural Hematoma. P. Sunder-Plassmann.—p. 185. 
Are ‘ey Living Beings or Non-Living Systems? W. Zimmermann 


extirpate or at least incise it. Others advise that hematoma 
membranes should not be interfered with, since this might result 


Temperature and Acidity of Stomach.—Hochrein and 
Schleicher describe a method by which they made continuous 
— determinations of the temperature of the stomach. From the 
O. Olsson.-p. 279. data obtained they deduced information about the gastric blood 
Mediastinal Abscess Diagnosed by Roentgen Rays (Puncture Under perfusion and at the same time they studied gastric acidity and 
. of Water-Soluble Contrast Medium). ome other circulatory factors. They found in persons with 
‘Ki te.—p. 300. ot neuroc tory tonta, t tion 
Of Defect im Lumbar Myclogram by Abralil. Sten various sites of the body (feet, hands, abdomen) is usually 
Water Contrast Median for | Diagnosis increase acidity and by a decrease in 
of Cysts of Common Bi ct. S. R. Kje ——p. 307. gastric blood perfusion. is explains why ulcer symptoms 
of Man ani to with changes of season and particularly during attacks 
Understanding of Bearing of Anomalies of Spine on Pathokgy. Of colds. If neurocirculatory dystonia with disturbances in 
J. Torgersen..p. 311. of 
New Sign of Foreign Bodies in Trachea.—K jeliberg says may 
that if a non-radio-opaque foreign body is present in the trachea, and 
and the usual signs of bronchostenosis are lacking or are uncer- 
tain, the roentgenologic diagnosis becomes more difficult. In ight. 
such cases the following sign, which depends on the softness ; 
of the tracheal cartilaginous rings in small children, can be of ion. 
great help. If a foreign body is lodged in the trachea, the ity. 
trachea below the forcign body becomes narrower on inspiration, ee perfusion changes. The increase in acidity 
because of the resulting negative pressure, and the air passages greatest, if the blood perfusion of the stomach 
above the foreign body become considerably dilated, especially decreases. 
the larynx and pharynx. On expiration the lower portion of a 
the trachea, on the contrary, cither widens slightly or returns 
to normal width, while above the foreign body the air passages ee 
hecome of normal, or possibly of somewhat narrower than 
normal, width. It is therefore important to take roentgenograms Epidemic Occurrence of Virus Pneumonias. RK. Kithn and W. Gericke. 
af the whole trachea and proximal air passages in inspiration Herpes 
aud expiration. Meningo-Encephalitis and Bechterew's Disease. K. Briickel.—p. 198. 
Blood Picture Sympathetic System and Weather. H. Wigand.—p. 200. 
Anahaemin, Folic Acid and Fiuid Suhstance of Liver in Treatment of 
Increase in Subacute Bacterial Endocarditis. J. Alslev.—p. 208. 
"Biphasic Disturbance in Innervation of Wall of Stomach in Presence 
of Ulcer: Analysis of Neuro Sympathetic Condition of Stomach with 
Uleer, A. Sturm.—p. 211. 1° 
"Biphasic Disturbance in Innervation of Wall of Stomach in Presence Treatment of Subdural Hematoma. — Sunder-Plassmanu 
stresses the importance of arteriography and of exploratory 
trephining in the diagnosis of subdural hematoma. Surgical 
treatment is indicated as soon as the diagnosis is established. 
_p. 164. An important A whether in of chronic, subdural 
hematoma (internal pachymeningitis) the existing membranes 
Innervation Disturbance of Gastric Wall in Ulcer. . 
Sturm says that during the war and postwar period not only 
was there a great increase in the incidence of gastric ulcer, 6, phe pia mater, would prevent the reexpansion of Go Ge 
but there was also a change in the clinical aspects of this dis- ressed brain ond that therefore it would be advisable t 
order. The lesser curvature of the stomach was much more _ 4 
frequently the site of peptic ulceration than had been the case 
formerly. The roentgenogram often disclosed large sacculations = 
of the gastric wall, which roentgenologists may interpret as a mon, ened &, whe had been unconscious for fourteen days ; his 
penetrating or perforating ulcer, although the alarming symp- right side ll paralyzed. Internists had assumed an apoplectic 
toms indicating perforation are usually absent. Observations on stroke, but the history ounetiied that about three months before 
18 selected patients with large niches suggested that the former the a had fallen from a considerable height and had becn 
concept of spastic gastric ulcer had to be discarded in favor of unconscious for a while. He had been ‘apparently well until 
an atonic ulcer or rather an ulcer in an atonic gastric wall. ome quant Gelese the present consultation, when aphasia 
lesser curvature could be explained as resulting from a cir- indicated the Ex 
cumscribed atony or paralysis of the angiospastic ischemic basis led 
of the ulcer. Large niches may signify not perforations, but he ° my 34 : AS gaea a extending 
large atonic sacculations of the gastric wall or local flaccidities of the heme- 
of the deeper layers of the gastric wall. Hyperperistalsis of interfered wit ‘ After the although 
stomach and hyperacidity are becoming less frequent, and the °omsiousness returned, the patient remained somewhat rigid. 
hypotonic or atonic type of reaction dominates more and more and central hyperthermia developed. Seven days after removal 
: the picture of the ulcerated stomach. Psychic irritation, crises ° the hematoma, the brain still had not reexpanded, as was 
in the sympathetic nervous system (which may be brought about indicated by an air space. Having obtained favorable results 
also by hunger), changes in the sympathetic system between the With’ blockage of the cervical sympathetic in cases of cerebral 
sixth and twelfth thoracic segments, may cause gastric angio- endangiitis obliterans with symptoms similar to those in this 
| spasms with local ischemia, and may lead to peptic ulceration. patient, the author resorted to procaine blockage of the cervical 
The aim of ulcer therapy is the calming down of the sympa- sympathetic in order to counteract the action of the vasomotor 
thetically stimulated stomach. Psychotherapy, application of nerves of the cerebral circulation. This intervention had the 
warmth, blockage of the sympathetic nervous system by para- ‘tesired effect. The contracted hemisphere reexpanded, and the 
vertebral injection of procaine, exclusion of factors that stimulate Patient completely recovered. 
the sympathetic nervous system, particularly by combat of focal Herpes Zoster and Rheumatism. — Literature contains 
infection and gastritis, are of great importance in the treatment reports of allergic meningitis, which is assumed to develop on 
of gastric ulcer. ‘a hasis of a rheumatic-allergic process, since some connection 


CURRENT 


with a rheumatic disorder or a focal infection was demonstrable 


examination, suggests that the rheu- 
development 
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signs of transient changes in character are ascribed to the 
iti in the process. In the second, fatal, 
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*N Arterial Hypertension. and Test of Forced 
ubular Reabsorption. A. E. Imbriano.-p. 185. 
Nephrogenic Arterial Hypertensi Imb 


sub- 
stance. The patient remains in the recumbent posture through- 
Half an hour later the bladder is emptied by 
catheterization and the urine is discarded. Urine for the test is 


is 40 cc., whereas that of a patient with disturbed renal tubular 


fifteen to forty-five minutes. The earlier the increase the 
i i The pressure 
-five minutes. 


The elimination of urine was high; 145, 120, 125, 140 and 100 cc., 
respectively. Cardiovascular of importance did not 
occur, . 
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Praxis, Bern 
in practically all cases. Briickel reports the case of a man, $7: 419-438 (June 10) 1948 
aged 69, who contracted herpes zoster with an extremely severe — Diagnosis and Treatment of Hernias of Lumbar Disks, G. Weber 
neural involvement and who presented the clinical picture of ©. 
encephalomeningitis. The changes in the cerebrospinal fluid, 
which were followed to the one hundred and forty-fifth day,  SigmuideRectal Dyschesia im Comtipation, Gachlinger 428. 
could completely explained as = of Palpebral Eczemas Due to Streptomycin —Dufour oi 
condary virus meningitis). presence < Lausanne ts the of 5 aged 25 to 59, 
matoid arthritis of the spine, which was established clinically as pandied og acute 2 
por acute palpebral eczema developed, and in 1 a chronic blepharo- 
matic process probably conjunctivitis. Two also had eczema of the fingers. Cutaneous 
of the zoster. The author suggests that perhaps the com- tests with streptomycin elicited strongly positive reactions in 
bination of a chronic rheumatic disease of the vertebral column these nurses. The 5 were connected with four different insti- 
(Bechterew’s disease) with a neural or perhaps neurodermal tations, in which different brands of streptomycin were used 
virus disease (herpes zoster) may produce a constellation of and in which about 12 nurses came in contact with the substance. 
factors that may induce a parallergic-pathergic reaction which The signs of sensitization appeared after three months to one 
is different in type and duration. year of contact. These cases indicate a strong eczematogenic 
effect of streptomycin, since only 1 of the 5 had previously 
 jdschrift v. Geneeskunde, Amsterdam = shown some predisposition to eczema. In patients who receive 
3: 1049-1128 (April 10) 1948. Partial Index streptomycin by injection eczema does not develop, but rather 
New eg pen generalized reactions such as urticaria. The sensitization of 
cutaneous route. 
heart and lungs and replace them with mechanical devices con- . 
sisting of a blood pump and an oxygenator. This may prove Elimination of Choline in Urine.—Castro Mendoza and 
of great significance for surgical treatment of the heart and collaborators determined elimination of choline in the urine of 
for other purposes. In a series of preliminary experiments on 28 normal persons and 25 patients with cirrhosis of the liver or 
dogs with widely opened thorax, T cannulas were inserted in the Jaundice. The authors found that urine of normal persons does 
venae cavae and in the aorta. After occlusion of the venae "t contain choline, whereas there is decided elimination of 
cavae near the heart the mechanical heart fulfils the task of the Choline in the urine of patients with cirrhosis of the liver or 
138 organic heart promptly. As soon as the venae cavae are freed, With jaundice caused by hepatitis or by any other lesion. 
48 the organic heart resumes its function. In further experiments ‘ministration of choline h ydrochioride in doses of 50 mg. fur 
on dogs the blood was sucked from the venae cavae by catheters each kilogram of body weight to normal adults produces either 
inserted via the right external jugular vein and via the { , moderate cholinuria or none, whereas administration of small 
vein. The arterial bi 1 is 1 back into the body th h doses of the substance to patients with hepatic diseases 1s 
T cannulas inserted in the two femoral arteries There were wed by shundant — = 

.  cholinuria in patients wit tic disease is due to failure o 

= art receives no Wood during this the system of fermentation which is indispensable for the 

t will chang over from the mechanical heart to the organic WU of Che process 

of transmethylation, when there is a functional defect of the 
= vas Yom. liver. Spontaneous and provoked cholinuria is of early diag- 
nostic value in disturbances of the liver. 
38:871-918 (April 30) 1948. Partial Index 

“Poliomyelitis After Tonsillectomy and Trauma. V. Gaustad...». 877. 

"Paralysis of Bladder in Poliomyelitis. G. Tunevall.—p. 880. 

Mumps Complement Fixation Test in Certain and Suspected Cases of 
Mumps Meningitis. Vera Oldfet.-p. 

Spontaneous Subarachnoidal Hemorrhage in Pregnancy. H. Rametad. 
—p. 888. Pasqualini’s “pitressin” test for renal function in 5 patients with 
Poliomyelitis After Tonsillectomy and Trauma. — nephrogenic hypertension. The technic of the test is as follows: 

, : : ae » The patient drinks a liter of water on a fasting stomach in ten 

reports 2c ates tne, ater which ins ecumber postin 
the ed the rt by and intramuscular injection of 0.5 cc. of “pitressin” is given 
encephalitic symptoms followed by spinal symptoms; the carly 
toms predominated. There was facial paralysis on the right \.juntary micturition or by catheterization. The total quantity of 
side, suggesting the possibility of a causal relationship between urine eliminated in an hour is measured. The average normal 
and is made ¢Jimination of urine in an hour after administration of “pitressin” 
uf additional cases of poliomyelitis after tonsillectomy. 
reabsorption of water is more than 80 cc. In the cases reported 
by the author the test was well tolerated. Arterial blood 
oft pressure increased between 10 and 530 mm. of mercury within 
after appendectomy, muscles situated near site of the opera- 
tion were paralyzed, especially the right psoas muscle. A lesion 
been the portal 
case described, 
with the later 
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tions for improvement: creation of local health centers or small — Biakist 


: 


Present 
inger, M.D. niversity Press, 124 
istration” should be most helpful to school authorities in develop- —_ goberts Pi, Cornell Heights, Ithaca, New York: Oxford University Press, 
ing local policies for health and physical education and in Amen House, Warwick Sq.. London, E.C.4, 1948. 


lect of 
author’s direction at a University of Texas workshop in 1944, — the purpose of providing annually a “course or courses of 
and were published in bulletin form by the Texas State Depart- lectures on the evolution of civilization, for the special purpose 
ment of Education. The participation of thirty-five teachers of raising the moral standard of our political, business, and 
in service in the development of the units, with guidance from social life.” 
the University staff and visiting consultants, insures their prac- § Dr. Menninger portrays the background of psychiatry’s 
- are conveniently 


Each unit contains a statement of purpose and objectives, divided into three sections, the evolution and present status of 
suggestions as to time allotment and teaching procedure, achieve- eee ee ee 


employed and suggestions for summary and evaluation. tions of psychiatry to the present social order. The first 
Comprehensive bibliographies for both health and physical describes the early history of psychiatry, which set the 
education are made moré useful through separate listings of 
books, articles, pamphlets aves personality on s discoveries. is given 

revelation of existing psychiatric needs due to stresses of the 
Fundamentats of Neurclegy. By Frnest Gardner, M.D., Assistant recent war and the postwar period, and the increasing use and 
fessor of Anatomy, Wayne U of Medicine, Detroit, usefulness of psychiatry in all of our social spheres. In the 


This small volume has been prepared for the nonmedical discusses the relationship of the oral, anal and genital stages 
college student ; students of zoology, psychology, physical jin the psychosexual development. Functional, topographic 


super 

terminology as simple as possible. He has carefully explained “jt wants”; “I will” or “I will not,” and “you must not.” 
all terms which are likely not to be familiar to the student and ~ Several of the mental mechanisms met in psychoanalytic psy- 
in addition has provided an extensive glossary. The illustra- chiatry are mentioned, such as sublimation, rationalization, 
tions are for the most part well chosen. An interesting innova- displacement, projection and conversion. These mechanisms 
tion is the provision, at the end of each chapter, of a brief word are examples of some seventeen which have been described as 

of one or more outstanding historical figures in the automatic devices of our mental machinery by which the con- 
development of neurology. References to more detailed litera- scious ego protects itself from the development of anxiety. 
ture are provided and there is a satisfactory index. “They constitute the psychodynamics of the personality.” In 


623 
approval is given to the standardization of the American College Diagnosis in Gynzecolegy: A Classification of Gynaccotegical Diseases 
of Surgeons. Based on Actiology and the Clinical Logic for Dlagnesis. By James V. 
— — Co., 1012 Walnut St., Philadelphia 5, 1948. 
pitals and the integration of all rural ical care into _ 2 ‘a . 
regional systems tied to larger city hospitals and medical centers. of this "The aim is to teach, the art of 
s plan was out originally in t ommission’s pilot study 
of one state, “Hospital Resources and Needs,” the report of the ss logic history taking and conducting a careful gynecologic 
Michigan Hospital Survey (published by the W. K. Kellogg examination in order to arrive at a correct diagnosis. An 
Foundation, Battle Creek, Mich., 1946). attempt was made to stress analyzing, evaluating and syn- 
Discussion of hospitalization of Negroes fills a need for infor- igs signs, symptoms, me ay pega data so 
mation on this subject. . student may learn to t in terms a sound 
Section 4 presents a mass of statistical and background infor- differential clinical logic. In this book the genital structures 
mation, serving the purpose of getting all this material in one and the various diseases which affect them form the basis of 
place. Measures of the adequacy of hospital facilities are pre- presentation and chapter division. 
sented; one a formula based on average occupancy, and one There are fourteen chapters, one of which deals with embry- 
based on the “bed-death ratio.” Readers are cautioned that no ology of the female i 
formula can be more than an aid to judgment. Fe. this book. In a footnote 
Section 5 presents statistical descriptions of the existing hos- for making a vaginal ¢ 
pital facilities in the United States. Section 6 draws heavily handed slap at the 
on the Michigan pilot study in suggesting means of integrating - making a vaginal ‘¢ : 
existing hospital facilities and of planning new ones, in order Gee 
adequately to serve everyone. Section 7 is a 9 page history sectal Gager cots It is 
of hospitals in the United States. Section 8 deals with addenda : untin 0 + one a 
financing problems, legal problems and relationships with public 
Wealth and Physical Education for ont nation the author properly 
By David K. Brace, Chai Department 
cation. University of Teses, Austin. Cloth. Price, 04. Pp. 392. a. ‘Should be empty. Howev 
Rarnes & Co., 67 W. 44th St., New York 18, 194%. a 
is vol present series of ts of instruction - “nl - - - 
fates bee per high office has a private toilet, or there is one close by on 
school health and sical education curriculum. The health same floor. ; : : : 
era enits fy » used for @ year’s concentrated work There is not a single illustration in this book, which seems 
in health education, or they can be adapted for presentation in | *trange in 4 book devoted to diagnosis. The book should be of 
138 two one-semester courses. The units in physical education teat value to medical students. It contains a large amount of 
4 provide for a daily period of teaching for grades 7 through 12, factual data, sdund advice and practical hints. This is to be 
8 but are flexible enough in their organization to allow for adjust- expected, hecause the author is one of our ‘eading gynecologists. 
establishing plans appropriate to the needs of individual school The major portion of the material in this book is taken from 
situations. three “Messenger Lectures” at Cornell University, a series of 
Fp. iustrations. W. second chapter Dr. Menninger, emphasizing the contribution of 
ysychoanalytic psychiatry to the understanding of behavior, 
clearly and accurately written. The author has successfully system is discussed and the interrelated systems of the id, the 
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The photographs were made from 


more than 6,000 women are delivered cach year. 


congenital disturhances and anomalies in the newborn. The 


bdominal y, 


series of obstetric illustrations consists of only 23 photo- 
maternal conditions shown are a normal pregnant uterus, perfo- 


ration of the uterus, rupture of the uterus, purulent endometritis, 


tubal pregnancy 


twins, rupture of the hepatic capsule in 


a] 


There is an excellent bibliography and a 


both theory and practice of medical psy- 
chology, for the beginner and even for some presumably more 


advanced students. 
This book is highly recommended as a textbook, 


tile particularly for beginners in the field. 


In this 162 page book the author has given a concise and 


artmey, accurate review, in 
good index. 


ices, London 


i 


with their 


Timperley, Altrincham, Cheshire, 1948. 

This 48 page book is composed of cight 
|, chapters 1 to III, belongs to the e 
part II, chapters I to V, is assigned to t 
ters are without captions, and there are 
ography or tables. The author gives his 
teeth. Some points are well worth 
might refer to the proper care of the t oer Se > 
of a toothpaste or powder which the child preters or will accept, . pracenta ~~ 
and also the emphasis which he places on the need for restricting ere me S Case of 
foods of any kind after the teeth have been cleaned in the evening 
hefore the child retires. The author states as a subtitle that ydatid mole. The illustrations are clear and instruct 
this handbook is for mothers and expectant mothers. It certainly ff™ @ useful collection for any one interested in obstetr 
is not directed to the medical profession. Some of the recom 
mendations on gum massage and pressure might be controversial. —_pirector, Bureau of Mental 
Even so, the hook should be of value to the lay reader. = Pp. 171. Grune & Stratton, Inc.. 381 Fourth Ave. New 

1947. 

ratery Werk. By T. J. Mackie, ( B.E.. M.D., LL.D, Professor . 
terlology, University of Edinburgh, Edinburgh, and J. E. Mc€ 
M.D... Director of Research and Pathological Serv 
County Council, London. Eighth edition. Cloth. Price, $7. 
with tlustrations, Williams & Wilkins €o.. Mount Reyal and ¢ 
Aves., 

The 
taking into account recent deve pments in teriologic know!l- Standard Radiegraphic Positions. By Nancy 
edge and technic. The subject matter which formed 42 pages Senior Radiographer, Malvern General Hospital, 
in the appendix of the last edition, published during the War, Cloth Price $6. Pp. 323, with, 
has now been incorporated into appropriate chapters. & Wilkins Co., Mount Royal and Guilford Aves, 

The old nomenclature has been retained, although when a This is a rather cf tary text, but it 

a = text is brief but clear. The illustrations, mostly line drawings, 

the bacteriologists of the British Isles; for example, air, water are clear. The text seems peculiarly fitted for classes of 
and milk examinations are in accordance MEE standards. instruction on radiologic technic and to serve as a guide for 
| This book contains an enormous amount of good practical the occasional radiographer. A good exposure chart accom- 
information for the laboratory worker as well as the clinician. panies the text. 
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